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1443. The Mentally Subnormal and Social Medicine 
R. Battey. Edinburgh Medical Journal (Edinb. med. J.] 
56, 369-408, Sept., 1949. 6 refs. 


A review is made of the investigations on problems of 
mental deficiency which have been carried out since 1906 
in Great Britain. The author hopes “that as the 
National Health Service develops we may be able to deal 
with these problems more comprehensively than has been 
possible in the past.” A. Michael Critchley 


1444. Phlebotomus and Residual DDT in Greece and 
Italy 

M. HeErRTIG. American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 29, 773-809, Sept., 1949. 8 figs., 
32 refs. 

It is generally accepted that residual spraying with 
DDT for the control of the anopheline population 
‘automatically results in a reduction of the sandfly popula- 
tion. In the past, in regions where the two insects 
co-exist, exact data concerning the results achieved have, 
unfortunately, been confined to the results of anopheline 
surveys and claims to have reduced the sandfly density 
rest mainly on general impressions, which are notoriously 
unreliable. This state of affairs is well illustrated in 
Greece and Crete, where malaria and leishmaniasis are 
both prevalent and where an extensive anti-malaria 
campaign has been in progress for several years, no 
fewer than 700,000 houses having been sprayed in 
Greece in 1946. But whereas each year much valuable 
information has become available concerning the 
reduction in anophelines and in malaria, in the case of 
the sandfly the reduction has been indicated only by such 
phrases as “* incidence greatly reduced ’’ or, as was often 
the case, “* sandflies have practically disappeared ”’. 

During 1948, the author and his colleagues, working 
under the auspices of the World Health Organization 
Interim Commission, endeavoured to obtain more exact 
records than had previously existed concerning the 
effects of DDT residual spraying on the density of Phlebo- 
tomus spp., and on the incidence of Leishmania tropica 
and L. donovani. Their observations were carried out in 
Athens and its surrounding villages, in Crete, and also 
during a short visit to Sicily and Sardinia. The inter- 
pretation of the observations recorded concerning 
Phlebotomus density was complicated by various factors. 
Where “ official ’’ sprayings had been carried out there 
were no exact records of the previous abundance, or 
otherwise, of sandflies, while in many of the more 
heavily infested areas not so treated the local inhabitants 


had purchased and used insecticides on quite a large 
scale. Moreover, observations on the incidence of 
leishmaniasis amongst the human population had to be 
considered in relation to fluctuations in the canine 
reservoir of the disease. Thus in Canea, in Crete, there 
had been a very marked decline in the incidence of kala- 
azar, but this was shown to have occurred before the 
use of DDT and was probably the result of the selective 
destruction of infected dogs and of a general reduction of 
the canine population. It is of great interest to compare 
this fall in the incidence of L. donovani infection following 
the reduction of the canine reservoir, with an equally 
notable drop in the incidence of L. tropica infection 
observed in certain villages in Crete, which was unques- 
tionably associated with the reduction in sandflies 
resulting from the use of DDT for malaria control. 

In view of the many potential factors which might 
influence his deductions, the author refrains from drawing 
any sweeping conclusions from his extensive observations, 
the results of which are carefully analysed; nevertheless, 
he considers that ** the following general conclusions seem 
warranted: (a) Treatment of interiors with residual DDT 
gives immediate and virtually complete protection from 
sandflies indoors. (6) House spraying alone, in com- 
pact communities, with an annual, preferably pre-season, 
treatment, eventually reduces the Phlebotomus population 
within the sprayed areas to near the vanishing point.” 

R. M. Gordon 


1445. The Increase in Weight During Infancy after BCG 
Vaccination Especially During the First 3 Months of Age. 
[In English] 

C. GYLLENSWARD. Uppsala Ldkarefoérenings Férhand- 
lingar (Uppsala LékFéren. Férh.] 54, 125-176, 1949. 
2 figs., 19 refs. 


The author estimated the effect of BCG vaccination on 
increase in weight by comparing a group of 108 BCG- 
vaccinated with 114 non-vaccinated infants. All the 
children were in a home for the institutional care of 
healthy infants, but the groups are different in that those 
in the BCG-vaccinated group came from tuberculous 
households (with a tuberculous mother in over 90% of the 
cases) and, on the average, came under institutional 
care at an earlier age than those of the control group, 
who were admitted to the home “for general social 
reasons’ (usually because the mother was ill or had 
died, presumably not of tuberculosis). The tuberculin 
reaction had changed to positive after the first vaccina- 
tion in over one-half of the former group, and after the 
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second in most of the remainder. All the children were 
fed artificially after admission. The children in both 
groups gained significantly less weight than would 
normally be expected by von Sydow’s standards. A 
similar increase in weight was observed in both groups in 
the first few weeks, but after that and up to 7 months of 
age the average weight of the vaccinated group was 
below that of thé control children. Subsequently, the 
vaccinated children started to gain more rapidly than 
the control children and had reached the same level or 
exceeded it at 8 months. The author suggests that BCG 
vaccination causes an inhibition of the normal increase in 
weight, starting within a few weeks after vaccination, and 
increasing slightly throughout the whole incubation 
period and for a few additional weeks. The effect is 
transient but, while it does not in itself constitute a 
reason for opposing the general BCG vaccination of 
newborn infants, special care should be exercised in the 
case of premature or otherwise feeble infants. 
M. Daniels 


1446. The Disinsectisation of Aircraft: Recent Progress 
of Work in the United Kingdom and Colonies 

H. WHITTINGHAM and R. A. E. GALLEY. Monthly 
Bulletin of the Ministry of Health, etc. [Mon. Bull. Min. 
Hith) 8, 186-187, Sept., 1949. 


1447. The Increase in Deaths Attributed to Cancer of 
the Lung 

J. A. HEapy and E. L. KeNNAway. British Journal of 
Cancer (Brit. J. Cancer] 3, 311-320, Sept., 1949. 1 fig., 
7 refs. 


The question whether the recent increase in deaths 
attributed to carcinoma of the lung is due to a real 
increase in the incidence of the disease has been dis- 
cussed by many writers. This paper gives no new 
information but some published evidence is examined. 
It is concluded that the best index from hospital data is 
the ratio of necropsies at which carcinoma of the lung 
is found to total necropsies performed. The number of 
necropsies at which the condition is found is more likely 
to be a true measure of its incidence than the number of 
admissions for, or deaths attributed to it, since both these 
latter include mistaken diagnoses. General admissions 
to hospital have considerably changed in type, but accord- 
ing to figures quoted there has been little change in the 
incidence of carcinoma of lung at necropsy. Using 
the above-mentioned ratio Passey and Holmes found no 
change between 1894-8 and 1914-18, but a slightly 
increased proportion in 1919-23 and again in 1924-8. 
There is a parallelism in the movements over time of these 
figures and the Registrar-General’s figures for deaths. 

It must be remembered that the data set out by Passey 
and Holmes extend only to the period 1924-8, and some 
workers who accept them to-day as evidence that no real 
increase in carcinoma of the lung has occurred seem to 
overlook the fact that the rise in the number of deaths 
attributed to this cause was relatively small up to that 
time but since then has been enormous—for example, 
the number of deaths of males in England and Wales 
was 814 in 1928 and 7,667 in 1947. The investigations of 
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these authors ended, therefore, just as the rapid increase 
of the last 20 years was beginning. Other figures, 
published by Bonser from Leeds, show no clear evidence 
of an increase in intrathoracic carcinoma between 1891-2 
and 1923-7, but a slight increase in 1928-32 and a 
substantial one in 1933-7. Clemmesen and Busk base 
their conclusion on the number of cases of carcinoma of 
the lung detected at the Central Tuberculosis Station, 
Copenhagen, and maintain that there has been no real 
increase in Denmark. The numbers involved in this 
approach are so small and drawn from so highly selected a 
population that this generalization does not commend 
itself to the present authors. While not committing 
themselves to a conclusion, they clearly do not accept 
the hospital evidence in Britain as supporting the view 
that the rise in the number of deaths ;from carcinoma 
of the lung is merely a result of more accurate diagnosis. 
A. Bradford Hill 


1448. The Effect of Specific Therapy on the Common 
Contagious Diseases 

J. V. Cooke. Journal of Pediatrics [J. Pediat.] 35, 275- 
295, Sept., 1949. 12 figs. 


The effect of specific therapy on common contagious 
diseases was assessed by a study of the mortality figures 
from vital statistics of the U.S. Bureau of the Census, and 
the morbidity rates tabulated by the U.S. Public Health 
Service. Since the introduction of the sulphonamide 
drugs there has been a striking fall in the mortality rates. 
As penicillin was not generally available until 1945 its 
effect is not under review. 

Death rates from pneumonia are of interest, for the 
figures for 1945 were half those of 1935, yet when the 
mortality rates for the different age-groups are scrutinized 
the fall is seen to be unequally distributed. Thus in 
1938, 65% or less of the deaths occurred in children 
under one year old, but in 1945 this proportion had 
risen to 75%. A similar state of affairs occurred in 
measles and whooping-cough. 

At the beginning of the century the mortality rate for 
diphtheria was 20 per 10,000 and by 1940 it had fallen to 
1 per 100,000. This decline can be attributed almost 
entirely to specific prophylactic vaccination. There has 
been but little tendency for morbidity or mortality rates 
to fall farther since 1940, and, as there are in the U.S.A. 
almost 15,000 cases annually with over 1,000 deaths, the 
situation cannot be viewed complacently. 

Since 1926 the morbidity rate for scarlet fever has 
fallen, but not at the same speed as the decline in mortality 
rate since the advent of sulphonamides. 

There has been a dramatic fall in the mortality rate for 
erysipelas with use of sulphonamides. The morbidity 
rate has also fallen. According to the author this is due 
to the fact that the most common type of erysipelas is 
caused by spread of streptococcal infection from the 
upper respiratory tract to the skin. Since diseases of 
the respiratory tract are now treated with sulphon- 
amides this secondary spread of infection to the skin is 
prevented. 


Whooping-cough in 1925 displaced diphtheria as the 


chief cause of death amongst the common infectious 
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diseases; 95% of these deaths are in children under 
5 years. Since active pertussis immunization was 
started there has been a steady decline in incidence, with a 
relative increase in deaths amongst infants of under one 
year. The author suggests that few children under 1 
year have been protected, hence a greater proportion of 
these are attacked, and since it is difficult to administer 
sulphonamides to them the death rate is higher. This 
mortality can be combated by immunization of children 
during the first year, and use of penicillin in place of 
sulphonamides. 

The cause of death in measles being secondary 
pneumonia, sulphonamides have caused a reduction in 
mortality rate, with a relative increase in the rate for 
children under one year. With the increased employ- 
ment of penicillin the infantile death rate should 
diminish. 

Although sulphonamides have reduced the mortality 
rate in meningococcal meningitis, two factors prevent 
still better results: late diagnosis, and difficulty in drug 
administration. Earlier admission to hospital with 
increased use of diagnostic lumbar puncture, together 
with penicillin therapy, should improve future mortality 
figures. A. Michael Critchley 
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1449. The Source of Infection in Pemphigus Neonatorum 
M. T. PARKER and J. KENNEDY. Journal of Hygiene 
[J. Hyg., Camb.) 47, 213-219, June, 1949. 2 figs., 14 
refs. 

An outbreak of pemphigus occurred in a twenty-bedded 
maternity unit, lasting from mid-March to early August. 
The nursery was overcrowded, containing from 15 to 
25 babies. By transferring about one-third of the 
mothers and infants to a separate annexe on the 2nd or 
3rd day of the puerperium, and discharging infants on 
the 8th or 9th day, the numbers were kept down with a 
high turnover. Conjunctivitis was endemic, and diar- 
thoea began coincidentally with the pemphigus epidemic 
but continued for some time after the epidemic subsided. 
Staphyloccus aureus was isolated in 19 out of 36 cases of 
conjunctivitis, but was found in as many stools from 
healthy infants as from those with diarrhoea. 

Nasal swabs were taken from the staff and the mothers 
at regular intervals: nasal swabs were also taken from 
all babies as well as swabs from the bullae. For a 
54-week period, daily nasal swabs were taken from 
the infants. Phage typing was carried out by the method 
of Wilson and Atkinson (Lancet, 1945, 1, 647). 

Staph. aureus was found in all bullae, being of the 
same type (3A+) in the last 9 cases. Three of the 
Strains from eye swabs were typed; 2 belonged to the 
same type. Of 613 nasal swabs taken from infants, 96 
from newborn infants were nearly all sterile. Staph. 
aureus was present in 210 (34%) and was isolated from 
about 50% of cases at the end of the first week. Type 
3A+ occurred in 38 infants out of the 54 with Staph. 
aureus in the nose. Phage typing was carried out on less 
than half of the cultures. A table shows that one type 
was always predominant, being present throughout the 


epidemic. The strain was presumably brought into the 
nursery by some adult, and was carried from child to 
child. Overcrowding and lack of staff made it impossible 
to carry out barrier nursing. The possibility of putting 
the children’s cots at the foot of the mothers’ beds will 
have to be considered. 

The incidence of nasal infections in the staff was 
considerably reduced by regular spraying with penicillin. 
The 3A+ type was last found in a nasal swab from a 
nurse 1 month before the end of the outbreak. 

[The article shows clearly the dangers of large, under- 
staffed nurseries and provides further evidence for the 
wisdom of keeping the baby with the mother, for in no 
case did the “* epidemic ”’ staphylococcal strain appear in 
a maternal swab.] J. G. Jamieson 


1450. The Nation-wide Campaign against Malaria in 
Venezuela 

A. GABALDON. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 43, 113-160, Sept., 1949. 17 figs., 23 refs. 


Venezuela has a population of about 4,000,000 living in 
an area of 912,000 sq. kilometres. The coastal sector, 
of less than one-fifth of this area, contains three-quarters 
of the population and is less malarious than the central 
area, where about one-fifth of the population lives. 
Malaria is listed as one of the five major causes of 
death. In 1936 a special antimalarial service was 
inaugurated and survey and drainage work carried out, 
but conditions did not improve in the rural areas till the 
advent of DDT. The chief vectors are Anopheles 
darlingi, mainly anthropophilic with a mean sporozoite 
index of 0-9%, and A. albimanus, mainly zoophilic with 
an index of 0-6%. Plasmodium falciparum is the pre- 
dominant parasite, though below the age of 5 P. vivax 
is more prevalent. Seasonal periodicity corresponds to 
rainfall, with slight variations according to the parasite 
concerned, but a 5-year cycle has been noted. 

In 1945 DDT house spraying was started, with a 50% 
wettable powder made into a 5% suspension and 
delivered in the strength of 2 g. of DDT per sq. metre. 
By the end of 1948 the percentage of houses protected 
by DDT was 37:2.and the malaria death rate had fallen 
from an average of 112-2 in the period 1941-45 to 14-8 
in 1948. These results suggest the possibility of eradi- 
cating malaria from the country, but this will depend on 
the conviction of malariologists themselves that it can be 
done. _ Clement Chesterman 


1451. Studies on the Epidemiology of the 1947-1948 
Epidemic of Poliomyelitis in South Australia 

R. V. Soutucott and N. D. Crossy. Medical Journal 
of Australia [Med. J. Aust.] 2, 481-496, Oct. 1, 1949. 
12 figs., 25 refs. 


The authors preface an account of their study with a 
review of the history of poliomyelitis in South Australia. 
In the first recorded outbreak in 1895 there were 14 cases 
in a small seaport with a population of 1,500 persons. 
There had been no cases in this port since 1887, when the 
only previous case was recorded. The next “‘ epidemic ”’ 
in South Australia was in 1922, when 47 cases were 
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notified. In the summer of 1937-38 South Australia 
suffered as did the other states in the Australian 
Commonwealth. Ten years later the outbreak now 
described occurred, the initial rise appearing in the final 
4 weeks of 1947, when 43 cases out of a total of 55 cases 
in the year were notified in a population of 600,000. 
The total of notifications had reached 126 up to June, 
1948. 

The authors made a detailed investigation of extra- 
metropolitan cases and they found it best to interrogate 
families personally some weeks after the occurrence of 
the disease rather than immediately. These inquiries 
were preceded by the completion of a questionary sent 
by post to the patients’ relatives at the time of notification. 
The present paper includes tabular statements of informa- 
tion derived from these sources. The clinical manifesta- 
tions were not unusual, although the mortality rate in 
paralytic cases was 19-4°% (20 of 103 cases). 

The investigations produced no evidence that trans- 
mission had been by animal, bird, or insect vector, and 
all routes of transmission other than alimentary and by 
contact appeared to be eliminated by the data produced. 
On the whole, the evidence was in favour of contact 
transmission and the authors state that the more fully 
they were able to investigate all contacts in rural cases the 
more evidence they found of contact with a preceding 
case of paralytic or non-paralytic poliomyelitis. This 
applied also to the few urban cases which were studied. 

An attempt was made to obtain a clearer definition of 


the incubation period by calculating from the “ earliest 


prodromal date”. The mean incubation period in 
25 cases was 10-56 days. In this outbreak recognizable 
non-paralytic cases numbered approximately twice those 
with paralysis. The authors made a statistical analysis 
of symptoms in 60 non-paralytic cases and were able to 
establish the symptom identity with paralytic polio- 
myelitis. 

This outbreak showed a shift to a higher age incidence 
between the 1947-9 epidemic and the preceding large 
epidemic in 1937-8. There was also a strong indication 
of a shift towards a higher age incidence when the cases 
in the first and second halves of the outbreak were com- 
pared. It is suggested that this age shift is in part 
explained by efforts of public health officials and parents 
to isolate younger persons in an epidemic. 

Among household contacts, who were mostly siblings, 
an attack rate of between 1 in 4 and 1 in 6 was found, 
although very few of these developed paralytic polio- 
myelitis. The attack rate observed in older siblings was 
greater than that in younger siblings. 

W. H. Bradley 
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1452. Weil’s Disease in the North-East of Scotland 
J. SmitH. British Journal of Industrial Medicine [Brit. 
J. industr. Med.) 6, 213-220, Oct., 1949. 22 refs. 


In this paper 214 cases of Weil’s disease which occurred 
between 1934 and 1948 are reviewed. In Aberdeen fish 
handlers number about 2,554, excluding those people 
employed in transporting fish. The majority of those 
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employed as filleters and freshers are between 15 and 25 
years old, and there is a considerable change of popula- 
tion from year to year. In this review no account is 
taken of those with latent or subclinical infections. The 
majority of the cases were from the city of Aberdeen 
itself, and 184 (86%) of the 214 were fish workers; 13 
others came from farms, and 5° were sewer workers. 
The age and sex distribution of the patients was governed 
by the composition of the working population in the fish 
industry. There was an over-all case mortality rate of 
8-9%, but the deaths occurred only in males, amongst 
whom the case mortality rate was 16°8°%. In those under 
50 years of age the male mortality rate was 10-3%, 
but in those over 50 it was 56-2%. Most of the females 
were less than 21 years old. There appeared to be a 
maximum case incidence in the early autumn, but the 
reason is obscure. The total number of cases has been 
low since 1941, and this may be due to the chlorination of 
local water supplies. A vigorous campaign of rat 
destruction is advocated. 

The clinical course in these cases followed the usual 
three stages. Jaundice was seen in 64%; oliguria and 
azotaemia were associated with a bad prognosis and 
indicated the presence of toxic nephritis. In the 19 fatal 
cases death took place between the Sth and the 20th 
day, almost always from uraemia. The author considers 
the blood urea level a useful guide to prognosis. Lepto- 
spiral meningitis, as judged by changes in cerebrospinal 
fluid, occurred in 17 cases, and there was a relatively 
higher incidence in those who were not jaundiced. The 
organism was never detected in the cerebrospinal fluid. 
The diagnosis in this series was usually confirmed by 
intraperitoneal injection of fragmented blood clot into 
guinea-pigs. During the first 4 days recovery of the 
organism by this means is certain, whereas a positive 
serological reaction is to be expected only from the 9th 
day onwards. 

In the more recent cases penicillin was used in treat- 
ment, but nevertheless 4 of the 16 patients so treated 
died. It is thought that penicillin must be given within 
the first 4 days (septicaemic stage) since it has little effect 
on the toxic nephritis. J. N. Agate 


1453. Chronic Pulmonary Granulomatosis. Report of 
Ten Cases 

J. M. DeNarpi, H. S. VAN ORDSTRAND, and M. G. 
Carmopy. American Journal of Medicine [Amer. J. 
Med.) 7, 345-355, Sept., 1949. 10 figs., 14 refs. 


Chronic pulmonary granulomatosis has many 
synonyms—for example, miliary sarcoidosis, chronic 
granulomatous pneumonitis, delayed chemical pneu- 
monitis, and beryllium sarcoiditis. It has been attributed 
to work with beryllium, but its aetiology is still uncertain. 
Ten more cases are described: 4 of the patients worked 
in a plant producing beryllium, 4 lived near the plant, 
and 2 lived apparently beyond the range of atmospheric 
contamination. Contact with beryllium could not be 
proved in the last 2 cases. The onset of the illness was 
insidious, with a cough which became paroxysmal, 
substernal pain, acrocyanosis, and clubbing of the fingers 
and toes. Physical examination revealed loss of weight 
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diminished chest expansion and vital capacity, a resonant 
percussion note, and crackling rales in the hilar region. 
There were no skin or lymph-node lesions, and blood 
count, erythrocyte sedimentation rate, and albumin— 


‘globulin ratio were all normal. On radiological examina- 


tion a typical ground-glass appearance of the lungs but 
normal bone structure were seen. Beryllium was 
present in small amounts in the urine of 2 patients and 
was absent in 2 others. 

The prognosis of the disease is uncertain. One 
patient, first seen in 1945, is still alive, and 3 other 
patients have improved clinically. Two patients in the 
present series died, and necropsies were carried out. 
Chronic granulomatous interstitial pneumonitis and 
lymphadenitis were found. In both cases there was 
parenchymatous degeneration of the liver, with granulo- 
matous areas in one. No beryllium was found in 
the tissues in One case, and in the other the results of 
analysis were equivocal. There is no specific treatment. 
Restriction of the patients’ activity, because of the 
reduced vital capacity, is important, and ‘“* benadryl ” 
may help to relieve the troublesome cough. 

Arthur Willcox 


1454. Studies on Aerosols. VI. Effect of Aluminium 
Powder and of NaCl Aerosols upon the Pulmonary 
Deposition of Silica Dust (Long Exposure). [In English] 
L. DAUTREBANDE, W. C. ALForb, D. A. Irwin, E. R. 
MITCHELL, E. C. THOMPSON, F. L. WeEAveR, and E. J. 
Woop. Archives Internationales de Pharmacodynamie 
et de Thérapie [Arch. int. Pharmacodyn.] 80, 388-412, 
1949. 17 figs., 13 refs. . 


The fact that aerosols of water or of solutions of 
sodium chloride can cause aggregation of fine dust 
particles in the air suggested that dispersion of aerosols 
in dusty atmospheres might reduce the amount of dust 
deposited in the peripheral parts of the lungs of animals. 
It was first confirmed that rabbits and rats subjected to 
prolonged exposure to aerosols of 5 to 10% NaCl 
solutions suffer no ill effects. Groups of rabbits were 
repeatedly exposed to atmospheres containing silica dust 
or silica plus aluminium, the exposures being for 6 hours 
daily and ranging from 24 to 183 days. The animals’ 
lungs were later examined. The silica contained about 
1% of iron, whose presence was useful in the histological 
studies; the iron concentration approximated to that in 
the dust found in mines whose ores, in dust form, have 
been known to cause silicosis. The apparatus and 
methods are described. The saline aerosol used con- 
tained 75 mg. NaCl in a cubic metre of air. 

Not only was the total weight of silica or of silica and 
aluminium present in the lungs less in animals exposed to 
dusty atmospheres containing saline aerosols than in 
those exposed to dust without aerosols, but the aerosol- 
treated silica dust did not tend, like untreated dust, to 
accumulate in larger alveoli. Most of the aerosol- 
treated dust was found to be in the large bronchi. The 
clinical importance of these observations cannot be 
assessed until the results of field trials are available. 

The formation of large aggregates of dust when the 
silica-laden atmosphere was mixed with saline aerosol 


was confirmed by electron microscopy. By means of 
an intense electron microscope beam, the particles of 
Silica dust and the salt crystals could be differentiated. 
The amount of dust collected in a given time is much 
greater when it is mixed with an aerosol of NaCl. 
Derek R. Wood 


1455. Silicosis in the Potteries. Some Observations 
Based on Seven Hundred and Fifty Necropsies 

A. MEIKLEJOHN. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 6, 230-240, Oct., 1949. 13 refs. 


As a member of the local Medical Board for Silicosis 
in the pottery-manufacturing district of North Stafford- 
shire during the years 1931-46, the author was present 
at 90% of all post-mortem examinations carried out on 
potters in whom there was reason to suspect that death 
might have been caused by silicosis or silicosis accom- 
panied by tuberculosis. These 750 cases, which are 
reviewed here, together make up probably the largest 
series to come under the notice of a single observer 
that has yet been published. Except that no deaths 
occurred in those engaged in the manufacture of Jet and 
Rockingham ware from local marls, the cases were 
distributed over all sections of the industry and included 
74 in women. 

After fairly full pathological investigations, the cause 
of death was certified as being due to silicosis in 28-9%, 
to silicosis accompanied by tuberculosis in 32-1%, 
and as due to other causes, but with silicosis present, in 
19%, leaving 20% of cases in which no silicosis was 
present. Silicosis, with or without tuberculosis, was 
found in several subjects who had worked only in china- 
clay processes: the use of powdered flint as a parting 
powder at one time and the almost universal contamina- 
tion of the whole working area by powdered flint in 
earlier years may account in part for these cases. 
Carcinoma of the bronchus was found in 26 of the 750 
cases. Among other points discussed by the author are 
tuberculosis in relation to silicosis, inanition in simple 
silicosis, the heart and heart failure in silicosis, chronic 
nephritis, and the morbid anatomical changes in the 
lungs and pleura. H. E. Harding 


1456. Silicosis in Sandstone Workers. Some Observa- 
tions Based on Two Hundred and Seventy-five Necropsies 
A. MEIKLEJOHN. British Journal of Industrial Medicine 
[Brit. J. industr. Med.] 6, 241-244, Oct., 1949. 7 refs. 


The author analyses the findings at necropsy (which 
he attended as a member of a Silicosis Medical Board) 
on 57 banker-masons, 50 stone-dressers and cutters, 
29 metal-grinders, 26 sand-blasters, 7 steel-fettlers, and 
106 coal-miners, all of whom had been exposed to the 
risk of silicosis. After pathological examination, death 
was certified as due to silicosis in 27°6%, to silicosis 
accompanied by tuberculosis in 33-8%, and to other 
causes, but with silicosis present, in 14-99%, leaving 23-7% 
of cases in which no silicosis was found. There were 
10 cases of primary bronchial carcinoma, in 7 of which 
no silicosis was found. H. E. Harding 


See also Section Radiology, Abstract 1518. 
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Anatomy and Cytology 


1457. The Lower End of the Normal O6csophagus. 
(L’extrémité inférieure de l’oesophage normal) 

S. Nemours-AuGuste. Presse Médicale [Pr. méd.} 
57, 960-962, Oct. 19, 1949. 7 figs. 


The limits of the lower end of the oesophagus are 
ill-defined; this radiological study includes the phrenic 
ampulla and the cardia. Only by radiology can function 
be assessed. Supra-, intra-, and sub-diaphragmatic 
parts are recognized; there is no hold-up of bolus at the 
diaphragmatic level. The abdominal oesophagus or 
cardiac antrum is 2 to 3 cm. long, passing to the left and 
varying in size with respiration and the gastric air 
bubble. [Its existence is denied by many authorities.] 
This portion forms a more or less acute angle with the 
stomach, which it enters at the cardia at a point sometimes 
marked by a groove. Here there may be a valve but there 
is no sphincter, except in the bat. 

Various consistencies of bolus were used by the 
author, and various positions for radiology. A single 
bolus became elongated and, 5 or 6 cm. above the 
cupola, narrowed. In 80% of subjects the gullet widened 
again in a fusiform fashion, forming the phrenic ampulla, 
limited inferiorly by a second constriction. This 
ampulla should not be interpreted as a hiatus hernia; 
it is particularly well seen with the patient in the supine 
position. It acts as a reservoir from which small frag- 
ments of bolus enter the stomach; these may be so small 
that a stricture is falsely suspected. In continuous 
deglutition the lower oesophagus becomes dilated; the 
phrenic ampulla again forms a reservoir from which the 
stomach is fed intermittently with each expiration. The 
passage is sinuous. Reflux from the stomach does not 
normally occur even when the patient is supine, except 
at the extremes of age. It can sometimes be produced 
at will and may cause heartburn. 

Various reasons for the effective closure of the cardia 
are suggested—the oblique entrance, a local reflex due to 
acid, the valvular effect of the gastric air-bubble, muscle 
tone, and the action of the diaphragm. No arrest of the 
bolus at the anatomical cardia was ever observed. The 
exact period in the respiratory cycle when the bolus 
passes the cardia has been much discussed. The 
diaphragmatic canal is closed during inspiration and open 
in expiration. Several respirations occur before the 
whole bolus is passed; it is progressively distributed by 
the ampulla, passing the cardia during inspiration. 

M. Meredith Brown 


1458. Developmental Anomalies of the Oecsophagus. 
(Beitrage zu den Entwicklungsanomalien der Speise- 
réhre) 

J. LapAnyt and S. Szics. Annales Paediatrici [Ann. 
Paediatr., Basel] 173, 1-16, July, 1949. 6 figs., 43 refs. 


Atresia of the oesophagus with or without oesophago- 
tracheal fistula is the commonest malformation of the 
viscus. Its pathogenesis is reviewed in relation to 


3 cases in which there co-existed malformations of the 
heart or of other parts of the intestinal tract. The 
mechanical theory of abnormal pressure as the common 
cause of these malformations is accepted, and the older 
conceptions of persistent epithelial occlusion (Tandler) 
or of foetal infection are not regarded as proved. 

Atresia of the oesophagus develops in the foetus of 
5 to 10 weeks. Normally, in the third week of embryonic 
life (length of foetus 3-2 mm.) differentiation and 
separation of trachea and oesophagus from the fore-gut 
begin, and are completed in the embryo of 7 mm. length. 
The primitive fore-gut bends over the pulsating heart 
anlage, which occupies at that time two-thirds of the 
body. The posterior wall of the fore-gut has to bear the 
main effect of the tension. Consisting of only one 
cellular layer, it is least able to resist this strain. Any 
increase in tension produced either by increased flexion 
or by excessive growth of the primitive heart will lead to 
abnormalities of further development. Primarily, the 
longitudinal folds of the early laryngo-tracheal groove 
may fail to unite in consequence of the incarceration of 
the posterior wall of the gut. Furthermore, if the 
disparity between tension and resistance increases, the 
gut will tear in a dorso-ventral direction. The upper 
portion is dislodged cranially by the cervical bend and 
sealed by epithelial regeneration to form a blind sac. 
The distal portion is fixed caudad by the primitive heart 
and lung buds in the region of the future bifurcation. 
Ultimately, the posterior wall of the gut coalesces with 
the longitudinal folds, and thus the lower end of the 
oesophagus communicates with the trachea. Whether 
atresia ensues without fistula formation or fistula forma- 
tion without atresia depends upon the degrees of pressure 
at various developmental stages. When the separation 
of trachea and oesophagus is still incomplete and the 
pressure exerted by the cervical bend and the heart 
anlage small, an oesophago-tracheal fistula will develop, 
but abnormal pressure present after completed separation 
leads to atresia. 

Therapeutically, operation in stages spread over 1} 
or 2 years is considered the method of choice. The 
closure of the fistula should be the primary aim and 
should be performed before aspiration occurs. The 
presence of a fistula should be anticipated in every case 
of oesophageal atresia. M. Dynski-Klein 


1459. Anatomical Study of Cerebral Aneurysms. (Etude 
anatomique des anévrysmes cérébraux) 

R. PLuvinaGe. Semaine des Hodpitaux de Paris [Sem. 
Hop. Paris] 25, 2671-2680, Aug. 30, 1949. 14 figs., 
18 refs. 


1460. The Injection of the Coronary System with Plastic 
Materials. (L’injection du systéme coronarien par des 
matiéres plastiques) 

M. VAN DER GHINST. Acta Cardiologica {Acta cardiol., 
Brux.] 4, 274-279, 1949. 4 figs., 3 refs. 
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Physiology and Biochemistry 


1461. The Effect of Body Position and Reference Level 
on the Determination of Venous and Right Auricular 


Pressure 

J. O. Davies and N. W. SHock. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 218, 281-290, 
Sept., 1949. 3 figs., 12 refs. 


The object of this work was to investigate the effect of 
changes of posture on venous pressure as measured by 
the Burch and Sodeman manometer (a water or anaeroid 
instrument) and by the Moritz and von Tabora saline 
manometer. Ten individuals were studied; of these 
3 were in congestive heart failure and one had a superior 
caval obstruction. The work was carried out in 
Baltimore, U.S.A. 

The technique is described. [Those interested should 
consult the original paper.] There was no statistical 
difference between the recordings on the different instru- 
ments, nor did the readings in the supine position 
differ significantly before and after tilting to the 45-degree 
position. Antecubital venous pressure increased with 
the assumption of a 45-degree sitting posture. The 
increase was from approximately 110 to 150 mm. saline; 
these results differ from those of Burch and his associates, 
who reported no such change. The authors discuss the 
possible causes for this difference and exclude the type of 
manometer and bed, or use of different reference levels. 
They then discuss the possible causes of the change. 
Available evidence does not permit conclusions about the 
mechanism involved, but the authors suggest that the 
change is not the result of alteration of pressure on the 
proximal veins by neighbouring structures whose posi- 
tion might be altered by the postural change. If it is 
assumed that the venous pressure corresponds to the 
right auricular pressure, the change from lying to 
sitting must produce a rise in right auricular pressure. 
Unfortunately the venous pressure does not rise in this 


way in all individuals so that it is not possible to establish - 


a normal standard for this position. Finally it cannot be 
definitely stated that any one of the commonly used 
reference levels is the most satisfactory in estimating 
venous pressure, and a point 10 cm. above the examina- 
tion table is suggested as the most practical. « 

A. T. Macqueen 


1462. Comparison of the Constant and Instantaneous 
Injection Techniques for Determining Cardiac Output 

W. T. RASHKIND and J. H. Morton. American Journal 
of Physiology {Amer. J. Physiol.) 159, 389-393, Nov., 
1949, 3 figs., 5 refs. 


1463. The Conditions Necessary for the Conversion of 
Prothrombin in the Serum After Coagulation. (Les 
conditions de la conversion de la prothrombine dans le 
serum aprés la coagulation) 

J. E. Favre-Git_y and A. J. Quick. Revue D’Héma- 
tologie [Rev. Hémat.] 4, 433-463, 1949. 10 figs., 26 refs. 


1464. The Hemostatic Activity of Amniotic Fluid 
A. E. Weiner, D. E. Remp, and C. C. Rosy. Science 
[Science] 110, 190-191, Aug. 19, 1949. 


1465. The Agglutinin Anti-M Associated with Pregnancy 
C. C. BowLey and I. DuNsForp. British Medical 
Journal [Brit. med. J. 2, 681-682, Sept. 24, 1949. 10 
refs. 


1466. The Rhesus Factor DY. A Note on its Practical 
Importance 

F. Srratron and P. H. Renton. British Medical 
Journal (Brit. med. J.| 2, 682-684, Sept. 24, 1949. 7 refs. 


1467. Inhibition of Rh Agglutination by Disodium 
Hydrogen Citrate 

J. G. Setwyn. Nature [Nature, Lond.| 164, 493-494, 
Sept. 17, 1949. 1 fig. 


1468. The Problem of Nutrition in Times of Want. II. 
Importance of Fats in Nutrition and Influence of Intact 
Cells on Utilization of Soya Fat. (Beitrag zum Ernah- 
rungsproblem in Notzeiten. II. Mitteilung, Uber die 
Bedeutung der Fettsubstanzen in der Nahrung und den 
Einfluss intakter Zellen auf die Ausnutzbarkeit von 
Sojafett) 

H. G.MEYER-BRUNOT and G. Wicke. Deutches Archiv 
fiir Klinische Medizin [Dtsch. Arch. Klin. Med.] 194, 
707-718, 1949. 4 figs., bibliography. 


The literature on the value of fat in diet is extensively 
reviewed. It is concluded that some fat, and in par- 
ticular that containing unsaturated fatty acids, is necessary 
for the proper functioning of the human body. The 
authors placed themselves on a diet containing weighed 
quantities of food, mainly vegetable, yielding some 
3,000 Calories daily. The fat content was varied in 
3-day periods from 21 to 63 g. daily by additions of 
soya bean with adjustments in the bread and potato 


quotas to maintain the energy constant. The fat contetts . 


of the diet and the faeces were compared. The fat of the 
ordinary diet was absorbed to the extent of 91 to 96%, 
but when soya bean was included absorption of fat fell 
to 84 to 90% and unabsorbed fat was found in undigested 
soya cells. H. E. Magee 


1469. Evidence that Renal Sodium Excretion by Normal 
Human Subjects is Regulated by Adrenal Cortical Activity 
A. LeaF and W.T.CouTer. Journal of Clinical Investiga- 
tion [J. clin. Invest.] 28, Part If, 1067-1081, Sept., 1949. 
3 figs., 42 refs. 


Working in Michigan University, the authors sought to 
obtain evidence of the effects of adrenal cortical activity 
on protein metabolism by creating a need to conserve 
body sodium, in the presence of large changes in intake. 


Water, sodium, potassium, chloride, nitrogen, and 


phosphate balance were estimated on 2 men and 1 
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woman aged 22 to 32 years, after body weight had become 
constant on a standard diet with adequate protein and 
calorie intake, but only 200 mg. sodium daily. When 
this had been achieved, 11 g. sodium was given by mouth 
sas the chloride or the citrate daily for 3 days. Inulin 
clearances also were estimated. On the initial restricted 
sodium intake, each subject lost 2 kg. in weight and was 
in negative sodium and chloride balance, and after a 
week the urinary loss of sodium and chloride fell to 1 to 
2 milliequivalents a day and the weight became steady. 
When sodium chloride or citrate was given, weight 
increased significantly. None of the subjects became 
oedematous. The urinary excretion of sodium balanced 
the intake only on the last day of sodium administration. 
The sodium restriction caused a small but significant 
lowering of sodium concentration in serum, and an 
increase occurred when sodium was given. Serum 
chloride levels fluctuated in parallel though less uniformly. 
Administration of sodium citrate caused a rise in sodium 
level in serum in all cases, a fall in chloride level in 2 
cases, and a rise in serum carbon-dioxide content. 
A parallel rise in sodium and chloride level followed 
sodium chloride administration. When sodium citrate 
was given, the sodium excretion in urine rose to high 
levels but loss of chloride in urine fell even more. 
Sodium, chloride, and potassium loss in faeces was very 
small and more or less fixed. 

Sodium restriction produced slightly negative nitrogen 
balance, while after sodium administration the subjects 
were in positive balance. Creatinine and ammonia 
excretion remained constant, and changes in nitrogen 
content of urine were referable almost entirely to changes 
in urea nitrogen. When urea excretion was at its lowest 
the blood urea concentration was also at its lowest, and 
correction of the blood urea level for changes which 
might have been expected to occur as a result of increase 
in body fluid volume due to sodium administration 
produced only insignificant changes. Haematocrit 
estimations showed that haemodilution occurred during 
the period of sodium administration, haemoconcentration 
having occurred during the period of sodium restriction. 
Urea and creatinine clearances increased significantly, as 
did the inulin clearance during the period of sodium 
administration. The metabolic changes in the experi- 
mental period are referred to adrenocortical activity. 

During the period of sodium restriction the excretion 
of sodium was reduced under the influence of the adreno- 
cortical “* salt’? hormone, the increased adrenal activity 
in this respect being accompanied by increased excretion 
of adrenocortical “ protein catabolic’? hormone, thus 
promoting the negative nitrogen balance. Administra- 
tion of sodium removed the stimulus to the secretion of 
** salt’? hormone and therefore of “ protein catabolic ” 
hormone so that a positive nitrogen balance was attained. 
Similarly the decreased excretion of potassium occurring 
after each period of sodium administration, which 
could only partly be ascribed to the decreased protein 
catabolism, was considered to be due in part to the 
reduced adrenocortical activity assumed to occur when 
there is a high renal excretion of sodium. 

Prolongation of the period of restricted sodium intake 
was associated with the disappearance of the effects 


attributed to the action of adrenocortical “* protein 
catabolic ’’ hormone, in spite of the continued renal 
conservation of sodium. Walter H. H. Merivale 


1470. Some Effects of Variation in Sodium Intake and of 
Different Sodium Salts in Normal Subjects 

A. Lear, W. T. Couter, and L. H. NEwBURGH. Journal 
of Clinical Investigation [J. clin. Invest.] 28, Part II, 
1082-1090, Sept., 1949. 2 figs., 20 refs. 


Continuing their observations on the subjects used in 
the previous work (Abstract 1469) the authors found 
that a more marked gain in weight occurred with sodium 
chloride administration than with sodium citrate; since 
each subject was on a maintenance calorie intake, 
practically all the weight changes occurring over such 
short periods were due to changes in body fluid content. 
When sodium chloride was given there was a parallel 
increase in sodium and chloride excretion in the urine, 
but when sodium citrate was given, although sodium 
excretion was increased, chloride excretion was not. 
When sodium chloride was given no significant increase 
in potassium excretion occurred except in one subject 
on the first day of administration. In 2 subjects potas- 
sium excretion fell significantly after the cessation of 
sodium chloride administration. On the first day after 
sodium citrate administration all subjects showed 
increased potassium excretion. The authors stress the 
importance of chloride as the fixed anion, as well as 
sodium as the cation, in promoting the accumulation of 
extracellular fluid, since calculations of the predicted 
weight change from increase in chloride space after 
sodium chloride administration showed that the weight 
gain was almost entirely due to increase in extracellular 
fluid. Failure to accumulate much extracellular fluid 
with sodium citrate was due apparently to lack of fixed 
anion, since the kidneys, already excreting minimal 
quantities of chloride, could not, by cutting down 
chloride excretion still further, make fixed anion available, 
so the serum carbon-dioxide content rose. No mechan- 
ism for the dissociation of sodium and chloride excretion 
can be inferred from the present work. 

In all subjects urinary excretion of potassium increased 
during the first 24 hours of sodium citrate administration, 
but by the third day of administration the amount 
excreted had dropped to or below the baseline. No 
such changes were noted when sodium chloride was given 
except in one case, in which the increase was much less 
striking. Calculations of the extracellular and _ intra- 
cellular sodium and potassium balance during citrate 
administration showed that sodium entered the intra- 
cellular space unaccompanied by chloride, displacing 
potassium in doing so. When sodium chloride was 
administered the total gain in body sodium was accom- 
panied by a nearly equivalent gain in chloride, leading to 
an increased extracellular fluid volume, and therefore 
there was no need for sodium to pass into the cells and 
so no displacement of potassium occurred. 

At the time of the change from low-sodium to high- 
sodium diet there was a time lag during which sodium 
was not excreted in the large quantities in which it was 
being given; during this period of renal adjustment 
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sodium passed into the cells unaccompanied by fixed 
anion, so reducing the carbon-dioxide content of the 
extracellular fluid and the consequent very marked 
alkalosis, which would otherwise have been produced 


‘py giving sodium citrate. No correlation was found 


between glomerular filtration rate and renal excretion of 
sodium or chloride. Walter H. H. Merivale 


1471. Effects of Tetra-ethylammonium Chloride on the 
Cardiovascular Reactions in Man to Changes in Posture 
and Exposure to Centrifugal Force 

G. E. Brown, E. H. Woop, and E. H. LAMBertT. Journal 
of Applied Physiology [J. appl. Physiol.] 2, 117-132, 
Sept., 1949. 6 figs., 14 refs. 


Exposure of human subjects to the effects of gravity, 
either by tilting erect from the supine position or by 
employing centrifugal force, caused a fall in blood 
pressure and increase in heart rate before compensatory 
reflexes came into operation. The intravenous injection 
of tetraethylammonium chloride (TEAC) in doses of 5-5 
to 7:7 mg. per kg. body weight blocked these reactions 
for 5 to 15 minutes, so that the arterial pressure continued 
to fall and symptoms of cerebral anoxaemia ensued, 
despite the persistence of a compensatory increase in 
heart rate. Recovery of the normal response gradually 
followed from 10 to 45 minutes after the injection. 

On the basis of simultaneous arterial and venous 
pressure recordings and blood volume determinations, 
evidence is adduced for the view that the normal com- 
pensatory reactions are primarily concerned with the 
arterial side of the circulation and that the reduction in 
tolerance to acceleration after TEAC administration -is 
due to failure of reflex vasoconstriction rather than 
to reduction of venous return to the heart. __ 

D. H. Sproull 


1472. Linear Acceleration and Deceleration as Factors 
Influencing Nonvisual Orientation during Flight 

B. CLarK and A. GraysiEL. Journal of Aviation 
Medicine [J. Aviat. Med.] 20, 92-101, April, 1949. 
9 refs. 


Disorientation in flight may occur when visual indica- 
tions of position in space are insufficient. Part of the 
disorientation may be due to non-visual stimuli. Thus 
if the pilot is subjected to angular, linear, or radial 
accelerations, stimuli to the non-auditory labyrinth and 
kinaesthetic stimuli may give him a false impression of 
his position. The illusions due to angular and radial 
acceleration have been the subject of previous studies. 
In this study the authors have investigated the effect of 
linear, that is, fore-and-aft, acceleration. 

Observations were carried out, in flight, in the rear 
cockpit of an SNJ-6 aircraft. Visual aids to orientation 
were eliminated by covering the observer’s head with a 
black cloth. In half the trials the observer faced forward 
and in the remainder he faced to the left. A continuous 
recording was made of the subject’s verbal report of any 
apparent change in position. Changes in linear accelera- 
tion, which were recorded by means of three accelero- 
meters, one for each of the major axes, were brought 
about by the pilot varying the setting of the throttles and 


flaps. The results showed that the resultant of the force 
of linear acceleration and the force of gravity acting 
on the body produced a strong sensation of tilt. The 
sensation of tilt varied in degree with the magnitude of 
the acceleration, but in all cases the subject’s estimation 
of the angle of tilt in degrees was greater than the change 
in direction of the resultant force. These sensations of 
tilt, in the absence of sufficient visual cues, would -be 
interpreted as a change of pitch of the aircraft and 
represent an added source of confusion resulting from 
accelerative forces acting on the body during normal 
flight. J. S. Howitt 


1473. Comparison of the Physiologic Effects of Positive 
Acceleration on a Human Centrifuge and in an Airplane 
E. H. LaAmsBert. Journal of Aviation Medicine [J. Aviat. 
Med.| 20, 308-335, Oct., 1949. 7 figs., 26 refs. 


Tolerance to positive acceleration, as determined by 
visual symptoms and loss of ear pulse, was found to be 
0-7 “ g”’ higher in the aeroplane than in the centrifuge. 
This is attributed to the lower temperatures in the 
aeroplane and greater relaxation of the subject in the 
centrifuge. Recovery from symptoms occurred 1 to 2 
seconds earlier in the aeroplane. The general symptoma- 
tology was the same under both conditions. 

D. H. Sproull 


1474. Some Physiologic Responses of Airmen on Long- 
range Flights in the Arctic 

E. M. Narsete. Journal of Aviation Medicine [J. Aviat. 
Med.] 20, 336-342, Oct., 1949. 16 refs. 


The following progressive changes were found in fifty 
airmen in the course of Arctic flights averaging over 
14 hours’ duration: fall in sublingual temperature, 
increase in blood pressure and pulse rate, and tendency 
of the respiratory rate to increase. A return to initial 
levels was noted 10 to 12 hours after completion of the 
flight. D. H. Sproull 


1475. A Study of Reaction Time to Light and Sound as 
Related to Increased Positive Radial Acceleration 

A. A. CANFIELD, A. L. Comrey, and R. C. WILSON. 
Journal of Aviation Medicine {J. Aviat. Med.] 20, 350-355, 
Oct., 1949. 6 refs, 


The visual and auditory reaction times of 16 subjects, 
wearing anti-“* g°’ suits and exposed to accelerations of 
up to 5 “g” in a centrifuge, were determined. Both 
reaction times increased significantly, reaction to sound 
remaining superior at critical “* g”’ levels. 

D. H. Sproull 


1476. Studies on Serum Iron. [In English] 

E. RustuNG. Acta Dermato-Venereologica [Acta derm- 
venereol., Stockh.| 29, Suppl. 21, 1-140, 1949. 11 figs., 
bibliography. 


1477. The Digestibility of Polymerized Oils 

S. Lassen, E. K. BACON, AND H. J. DUNN. Archives 
of Biochemistry {Arch. Biochem.| 23, 1-7, Aug., 1949. 
1 fig., 14 refs. 
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Pharmacology and Therapeutics 


1478. Observations on a Vagus Effect of Digitalis 
Glucosides. (Uber die Frage einer Vaguswirkung 
von Digitalisglykosiden) 

F. Howensee and L. Lenpie. Archiv fiir Experimentelle 
Pathologie und Pharmakologie [Arch. exp. Path. Pharmak.] 
207, 388-408, 1949. 5 figs., 48 refs. 


Writing from the Pharmacological Institute of the 
University of Leipzig, the authors review the evidence 
for and against the view that slowing of the heart by 
digitalis glucosides may be partly due to a direct 
sensitization of the heart to vagal impulses. Their own 
experiments suggest that no such effect occurs after 
therapeutic doses of digitalis. 

Contractions of the heart in normal frogs with open 
chests were recorded. After injection of from 10 to 
40 pg. of K-strophanthin per 10 g. frog, there was no 
increase in sensitivity of the heart to vagal stimulation 
until after the appearance of irregularities and brady- 
cardia. Previously ineffective, vagal stimulation now 
caused cardiac arrest. The heart rate continued to fall 
and the duration of vagal-induced arrest gradually 
increased until no recovery occurred after stimulation. 
Administration of atropine before or during the stro- 
phanthin treatment did not alter these findings. 

Other experiments were made with the innervated 
Straub heart preparation in situ and similar results were 
obtained. Only in the early stages of the digitalis action, 
before any slowing or irregularity had occurred, did 
atropine prevent or reduce the effect of vagal stimulation. 
There was no potentiation of the cardiac action of 
acetylcholine or of carbachol after strophanthin was 
administered. 

The clinically useful cardiac slowing seen after digitalis 
administration is attributed to the general circulatory 
improvement, no direct or indirect vagal effect being 
demonstrable experimentally. The cause of the brady- 
cardia with toxic doses of digitalis glucosides is discussed. 
It is considered to be due to a Bezold—Jarisch reflex, over 
afferent and efferent vagal fibres. A parallel is drawn 
between such an effect of digitalis glucosides and that 
reported by others in the case of veratrine, which is also a 
steroid glucoside. Derek R. Wood 


1479. The Curariform Activity of N-methylberbamine 
and N-methylisotetrandine 

D. F. MarsH and D. A. HERRING. Journal of Pharma- 
cology and Experimental Therapeutics [J. Pharmacol.] 
97, 19-24, Sept., 1949. 2 figs., 14 refs. 


The neuromuscular blocking action of b-o-methyl- 
tubocurarine (A), N-methylberbamine (B), and N- 
methylisotetrandine (C) [(C) is the o-methyl ether of (B)] 
were compared with that of b-tubocurarine by the head- 
drop method in 24 rabbits, 3 dogs, and 1 man. Effects 
were also compared on the contractions of the gastroc- 
nemius muscle stimulated through the sciatic nerve in 


cats anaesthetized with barbitone soluble. The relative 
potencies were much the same in all tests; B was about 
as active as D-tubocurarine, A was about 8 times as 
active, and C was about half as active. 

Doses with a neuromuscular effect equal to that of 
0-125 mg. of p-tubocurarine produced the following falls 
in blood pressure: p-tubocurarine, 45 mm. Hg; A, 
20 mm.; B, 5 mm.; and C, 10 mm. 

None of the agents affected the movements of the 
isolated rabbit heart or ileum in a concentration of 
25 mg. per litre; D-tubocurarine and A caused a contrac- 
tion of the isolated guinea-pig tracheal chain in a con- 
centration of 10 yg. per ml., whereas B and C had no 
effect. The agents had little effect on the cardiovascular 
responses to adrenaline or histamine, but B and C 
diminished the response to acetylcholine. 

R. P. Stephenson 


1480. The Action of ‘‘ Diparcol ’’ (Diethyl-aminoethyl- 
N-thiodiphenylamine Hydrochloride) on Basal Metabolism 
and on Metabolic Rate After Exercise in Hyperthyroid 
and in Normal Subjects. (Action du chlorhydrate de 
diéthylaminoéthyl-N-thiodiphénylamine sur le méta- 
bolisme basal et le métabolisme aprés effort de sujets 
hyperthyroidiens et normothyroidiens) 

J. MAHAuUx and K. KOWALEwsKI. Archives Inter- 
nationales de Pharmacodynamie et de Thérapie [Arch. int. 
Pharmacodyn.) 80, 464-469, 1949. 2 figs., 5 refs. 


When “ diparcol”’ is given to patients with Parkin- 
sonism it has been shown to cause a fall’ in oxygen 
consumption. The present experiments show that in 
hyperthyroid patients with a raised rate of oxygen 
consumption the response is similar. In 7 patients with 
a mean basal metabolic rate (B.M.R.) of +46-1% there 
was a fall to +-14-4% after intake of 50 mg. of diparcol by 
mouth. The fall was less in patients with a lower initial 
B.M.R. In 10 normal subjects (B.M.R. from normal 
to -+-10%) there was a slight fall in the average B.M.R. 
from +4:9% to —1-4%. When the drug was given to 
10 hyperthyroid patients (B.M.R. more than +40%), 
the rise in metabolic rate after a standard exercise test 
was much less (+8-2%) than that found before the 
diparcol was given (-+22°8%). It is suggested that in 
hyperthyroid patients there is an abnormal increase in 
excitability of the higher centres controlling heat produc- 
tion and that diparcol, like “* parpanit ’’, can depress this. 

Derek R. Wood 


1481. The Bronchodilator Activity of Some Analogs of 
N-isoPropylarterenol (Isuprel) 

O. H. SIEGMUND, N. BEGLIN, and A. M. LANbs. Journal 
of Pharmacology and Experimental Therapeutics {J. 
Pharmacol.) 97, 14-18, Sept., 1949. 9 refs. 


The tests used to compare the activity of several deriva- © 


tives of noradrenaline have been described in earlier 
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papers. The following were studied: (1) the protection 
afforded by intraperitoneal injection of the drugs against 
the bronchoconstriction produced by a_ histamine 
aerosol in guinea-pigs; (2) prevention of histamine- 
induced bronchoconstriction in the perfused guinea-pig 
lung; (3) the protection afforded by the drugs when 
present with histamine in an aerosol. The results were 
expressed as the ratio of the weight of drug producing 
a given effect to the weight of N-isopropylnoradrenaline 
(“ isuprel”’) producing the same effect. Toxicities were 
determined intravenously in mice. The results are 
summarized in the table. 


N-derivative 
li in mg 
Noradrenaline | Test (1) | Test (2) | Test (3) | per kg. 
isopropyl Ls 1 1 1 83 
n-propyl .. Ha 10 3-6 95 
n-butyl .. 2°5 6:0 85 
n-amyl .. 10 2:5 36 
a-methyl isobutyl 15.2 4:4 67 
cyclopentyl ait 15.2 0-41 60 53 
cyclohexyl ag 12 5-2 67 
3’-amylamine .. 80 4:5 
isobutyl .. - 43 14-4 60 


R. P. Stephenson 


1482. The Ganglionic Blocking Action of Thiophanium 
Derivatives 

L. O. RANDALL, W. G. PETERSON, and G. LEHMANN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 97, 48-57, Sept., 1949. 6 figs., 13-refs. 


Several thiophanium derivatives were found to have a 
ganglionic blocking action similar to that of tetraethyl- 
ammonium bromide (TEA). Of those. tested pD- 
3: 4(1’ : 3’-dibenzyl-2’-keto imidazolido)-1 : 2-  tri- 
methylene thiophanium pD-camphor sulphonate (“ Nu 
2222’) was the most active. It was about thirty times as 
potent as TEA when injected intravenously into anaesthe- 
tized cats, dogs, and monkeys; (0-03 mg. Nu 2222 per kg. 
caused an average fall in the blood pressure of the cat of 
42 mm. Hg which lasted for 11 minutes; about twenty 
times as much was required intramuscularly, and 8 mg. 
or more per kg. was required to produce effects by the 
oral route). The L-isomer was about half as active 
as Nu 2222 and the unsubstituted 3 : 4-(2’-keto-imidazo- 
lido)-1 : 2-trimethylene thiophanium bromide was only 
slightly active. 

Doses of Nu 2222 causing a moderate fall in blood 
pressure inhibited the contraction of the cat’s nictitating 
membrane produced by preganglionic (but not that 
produced by postganglionic) stimulation of the cervical 
sympathetic nerve. During the fall in pressure caused by 
either Nu 2222 or TEA stimulation of the peripheral end 
of the vagus no longer produced cardiac inhibition, and 
clamping the carotid artery no longer produced a pressor 
response. These responses returned as the blood 
pressure returned to normal. The effects of both TEA 
and Nu 2222 were reversed by neostigmine (0-5 mg. per 
kg.) and by ephedrine (1 mg. per kg.). 


Possible neuromuscular blocking action was investi- 
gated on the tibialis anticus muscle in dogs during stimula- 
tion of the sciatic nerve; some depression of the contrac- 
tion of the muscle was observed after the intra-arterial 
injection of Nu 2222 and TEA but this developed slowly 
after the fall in blood pressure and did not appear to be a 
curare-like effect. 

Relatively large doses of Nu 2222 inhibited gastric 
motility in non-anaesthetized rabbits, and only a slight 
effect on jejunal activity was found in the anaesthetized 
dog. Nu 2222 (10-4 g. per ml.) did not relax the spasm 
of isolated intestine produced by acetylcholine, hist- 
amine, or barium chloride. 

The toxicity of Nu 2222 and of TEA was measured by 
different routes and in different species. In mice, rats, 
and rabbits Nu 2222 was about twice as toxic as TEA and, 
as with TEA, death was due to respiratory failure. In 
dogs, however, Nu 2222 was very toxic (75 times as toxic 
as TEA) and death was due to a haemorrhagic disorder 
affecting the viscera. The clotting time of blood from 
dogs injected with Nu 2222 was prolonged. The injec- 
tion of an antihistamine drug or of toluidine blue, an 
anti-heparin agent, protected dogs from several lethal 
doses of Nu 2222, indicating that histamine and heparin 
are liberated during the action of this substance. 

R. P. Stephenson 


1483. The Chemical Basis for Adrenergic Blocking 
Activity in Compounds Related to Dibenamine 

M. NICKERSON and W. S. Gump. Journal of Pharm- 
cology and Experimental Therapeutics Pharmacol.) 
97, 25-47, Sept., 1949. 29 refs. 


1484. Effects of a New Quaternary Amine and a New 
Imidazoline Derivative on the Autonomic Nervous System 
F. H. Lonaino, K. S. Grimson, J. R. Cuirrum, and 
B. H. METCALF. Surgery [Surgery] 26, 421-434, Sept.. 
1949. 2 figs., 10 refs. 


1485. The Increased Hypoprothrombinemic Effect of a 
Small Dose of Dicumarol in Congestive Heart Failure 

D. Stats and S. Davison. American Journal of the 
Medical Sciences {Amer. J. med. Sci.] 218, 318-323, 
Sept., 1949. 4 figs., 8 refs. 


Prothrombin time was estimated in 16 males and 
7 females suffering from acute right-sided cardiac failure, 
and the results were compared with those obtained in a 
series of 48 controls. All but two of the patients with 
cardiac disease were middle-aged or elderly and free from 
renal or hepatic disease, apart from congestion and 
functional impairment due to heart failure. In 13 
instances, further tests were made when the general 
condition had improved. After blood was withdrawn 
for examination, dicoumarol was administered by 
mouth in a dosage of 150 mg. Then blood specimens 
were taken daily for 3 days. Blood tests were also 
performed on subjects who had not received dicoumarol. 
In order to estimate the prothrombin time, the investi- 
gators employed the Quick method as modified by 
Rosenfield and Tuft (Amer. J. clin. Path., 1947, 17, 405). 
With undiluted plasma the average normal time was 
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15 seconds; with 10% plasma it was 24 seconds. Curves 


were charted to show how the times obtained with 10%. 


plasma compared with those obtained in the patients. 
The greatest prolongation of the prothrombin time was 
detected in patients with moderate or severe right heart 
failure. Thus the prolongation was more than 6 
seconds in 77% of patients with severe cardiac failure, 
whereas this effect was produced in only 13% of the 
controls and in 11% of patients with mild cardiac failure. 
The authors conclude that dicoumarol causes a greater 
degree of hypoprothrombinaemia in patients with 
cardiac failure than it does in normal persons. For 
such patients the drug must be administered in relatively 
small doses. A. Garland 


1486. Erythropoietic Effect of Cobalt in Patients with 
or Without Anemia 

L. Berk, J. H. BURCHENAL, and W. B. CAsTLe. New 
England Journal of Medicine [New Engl. J. Med.] 240, 
754-761, May 12, 1949. 4 figs., 29 refs. 


Cobalt, in the form of cobaltous chloride or cobaltous 
nitrate, has been recognized for some years as capable of 
producing polycythaemia in amphibia, birds, and 
mammals. The authors have made an extensive study 
of the effect of cobalt administration on normal subjects 
and on patients with a variety of anaemias. The results 
were diappointing. A slight reticulocyte response was 
produced in 17 patients with a normal blood picture who 
were given 300 mg. of cobaltous chloride daily. In 10 
of these, in whom the dose was continued for over 4 
weeks, there was a moderate increase in the erythrocyte 
count, haemoglobin level, and haematocrit value. In 2 
of 5 anaemic patients with chronic infections, in 1 of 2 
with inoperable carcinoma of the stomach, and in 1 
with familial microcytic (Cooley’s trait) anaemia, a 
definite reticulocyte response and a rise in the erythro- 
cyte count, haemoglobin level, and haematocrit reading 
were Observed. In none of 5 patients with refractory 
anaemia and hypercellular bone marrow was erythro- 
poiesis affected, nor in the majority of 16 patients with 
diseases of the lymphoma group. Failure occurred also 
in cases of anaemia associated with nephritis and 
cirrhosis of the liver. Erythrocytes produced by a 
patient without anaemia in response to cobalt contained 
haemoglobin that appeared normal on spectrophoto- 
metric examination and survived normally when trans- 
fused into another patient. In some patients the usual 
dose, 100 mg. thrice daily, caused anorexia or mild 
symptoms referable to the alimentary tract. These were 
relieved within a few hours of discontinuation of 
treatment. 

The authors discuss the possibility that cobalt acts by 
inhibiting tissue respiration, perhaps owing to the forma- 
tion of partially reversible complexes between cysteine 
or histidine, cobalt, and oxygen, thus causing anoxia 
in the bone marrow. Until more is known about the 
effects of chronic toxicity in animals, the authors suggest 
that cobalt salts should be used in man only in the 
treatment of anaemias resistant to accepted forms of 
treatment, and then only with caution. 

Janet Vaughan 


ANTIBIOTICS 


1487. The Absorption and Breakdown of Streptomycin 
in the Colon. (Ueber Resorption und Abbau von 
Streptomycin im Colon) 

M. Roost-PAuLt and H. Roost-PAuLi. Schweizerische 
Medizinische Wochenschrift [Schweiz. med. Wschr.] 79, 
942-944, Oct. 1, 1949. 4 figs., 3 refs. 


The absorption and elimination of streptomycin were 
studied by determinations of the concentration present 
in the plasma, serum, urine, and in washings of colonic 
contents. For estimation Staphylococcus aureus on agar 
plates was used, the sensitivity being 0-5 yg. of strepto- 
mycin per ml. of urine or serum. In 18 normal persons 
on the day before the experiment the colon was cleared 
by the administration of castor oil and a soap enema. 
On the day of the experiment a standard milk diet was 
given, and then no food was taken for the following 
7 hours. Streptomycin, 1 g., was given per rectum in 
500 ml. of warm water by drip infusion over a period of 
1 hour. No tenesmus was observed. Blood and urine 
samples were taken during the period of observation, and 
after 7 hours the colon was washed out with 300 ml. of 
warm saline. After a rest period of 1 week each patient 
then received 0-5 g. of streptomycin intramuscularly. 
The sulphate and calcium chloride salts of streptomycin 
were employed as well as dihydrostreptomycin. Kidney 
function in these persons had been shown to be normal 
by the inulin glomerular-filtration test. 

When streptomycin was injected intramuscularly, the 
serum contained 16 to 21 yg. per ml. after 1 hour and 2-5 
pg. after 6 hours. The total amount eliminated in the 
urine was 304 to 399 mg., compared with only 14 to 
46 mg. after rectal administration. In the washings 
obtained by colonic lavage amounts varying from 6-4 to 
62:2% of the amount given were found. In order to 
investigate this large variation, estimations in the faeces 
were made. Fresh faeces from 10 patients were 
incubated at 58° C. for 20 minutes. To 3,300 g. of 
faeces were added 200 ml. of phosphate buffer and 0-5 g. 
of streptomycin. This mixture was incubated at 37° C., 
and at hourly intervals samples were removed for 
estimation. Streptomycin was found to be quickly 
destroyed in the faeces, the amounts varying from 
27 to 74% after 6 hours and most being destroyed within 
the first 2 hours. After the rectal administration of 1 g. 
of streptomycin, no streptomycin was detectable in the 
serum or plasma after 6 hours, and very little was 
recoverable in the urine, the maximum amount eliminated 
in the urine being 8-87%. R. Wien 


1488. A Fatal Case of Toxic Encephalitis Due to 
Streptomycin. (Encefalite tossica mortale da strepto- 
micina) 

D. Campanacct. Minerva Medica [Minerva med., 
Torino] 2, 751-755, Nov. 24, 1949. 


A woman, aged 38, who had been given streptomycin 
for a pleural effusion for 10 days (1 g. intramuscularly 
per day, given in 3 doses) suddenly collapsed; examina- 
tion revealed a feeble pulse (rate 120), blood pressure of 
150/100 mm. Hg, small unequal pupils not reacting to 
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light, brisk tendon reflexes, bilateral extensor plantar 
responses, and lower facial weakness on the left side. 
Later, definite left-sided hemiparesis and ptosis, followed 
by complete internal and external ophthalmoplegia, were 
found. The patient’s condition improved a little, 
but she became comatose and died a few days later. 
Necropsy was not carried out. The author is aware that 
the absence of a post-mortem examination prevents 
conclusions on the cause of death; he considers that the 
clinical signs point to a toxic encephalitis and speculates 
on the cause of this fatal incident. F. K. Kessel 


1489. ‘“* Chloromycetin ’’ (Chloramphenicol) in the En- 
cephalitic Forms of Typhoid Fever. (La chloromycétine 
dans les formes encéphalitiques de la fiévre typhoide) 
E. BENHAMOU, A. ALBOoU, F. DESTAING, and A. SORREL. 
Presse Médicale [Pr. méd.] 57, 833-835, Sept. 24, 1949. 
8 figs., 12 refs. ‘ 


Encephalitic typhoid is a very fatal disease, and in none 
of the authors’ previous cases had cure been obtained. 
They now report 5 cases in which cure has resulted from 
treatment with chloramphenicol: all patients recovered 
from the encephalitis, though one died of a perforation 
of the intestine while still under treatment. Three cases 
of typhoid fever without the encephalitis syndrome were 
also treated successfully, though in one case severe 
intestinal haemorrhage developed on the third day of 
treatment. John F. Loutit 


1490. Experimental Typhoid Infection Treated with 
Chloromycetin and Sulphadiazine 
A. W. Et Boro.ossy and G. A. H. ButtLe. Lancet 
[Lancet] 2, 559-560, Sept. 24, 1949. 10 refs. 


Mice infected by intraperitoneal injection of Sal- 
monella typhi were treated by mouth with chloram- 
phenicol (“‘ chloromycetin’’) alone and in combina- 
tion with sulphadiazine. Chloramphenicol in divided 
doses was found to protect the animals, and a synergistic 
relationship with sulphadiazine was observed. It is 
suggested that this synergism may be of clinical value in 
the treatment of typhoid fever. J. E. M. Whitehead 


1491. “* Tyrosolvin’’. Studies of Antibacterial Action 
in vitro. (Tyrosolvin. Nogle undersogelser over den 
antibakterielle virkning in vitro) 

K. SKADHAUGE. Ugeskrift for Leger (Ugeskr. Leg.] 
111, 1065-1068, Sept. 29, 1949. 1 fig., 20 refs. 


“ Tyrosolvin”’ is a mixture of equal parts of tyro- 
thricin and cetyl pyridinium chloride. The addition of 
the latter compound to tyrothricin is designed to produce 
a more soluble antibacterial drug. Tyrosolvin has been 
tested for its inhibitory action on the growth of a 
number of organisms in vitro. It is most active against 
pneumococci, streptococci and Corynebacterium diph- 
theriae. Bactericidal action on enterococci, non-hagmo- 
lytic streptococci, and staphylococci is less pronounced 
but still exceeds that of tyrothricin. The action of cetyl 
pyridinium chloride on the above micro-organisms was 
also tested. Only against staphylococci was it more 
active than tyrothricin. Growth of all Gram-positive 


bacteria was wholly inhibited at a concentration of 
tyrosolvin of 1 in 80,000. Gram-negative organisms 
were not affected by it in the concentrations employed 
(1 in 40,000 down to 1 in 5,120,000). B. Nordin 


1492. The Absorption, Distribution, Excretion and 
Toxicity of Bacitracin in Man 

H. A. ZinTeL, R. A. Ma, A. C. NicHoLs, and H. ELLts. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 218, 439-445, Oct., 1949. 2 figs., 12 refs. 


In this article from the University of Pennsylvania, 
absorption, distribution, toxicity and excretion of 
commercial preparations of bacitracin are dealt with 
rather than clinical results. An attempt was made to 
determine the concentrations attained in pleural, ascitic, 
cerebrospinal, and pericardial fluids in relation to that 
in the serum. 

After single intramuscular injections of 50,000 units, 
the concentration in serum reaches a maximum after 
2 hours (0-3 unit per ml.) and there is an appreciable 
concentration after 6 hours (0-03 unit per ml.). After 
systemic administration, bacitracin is distributed readily 
but only traces are found in the cerebrospinal fluid. 
Recovery in the urine during the first 24 hours varies 
between 9 and 30-9%. 

Toxic signs include local pain and induration, skin rash, 
nausea, vomiting, and “ringing in the ears”. All 5 
patients receiving 196,000 to 200,000 units daily for from 
4 to 13 days showed moderate to severe diminution in 
glomerular filtration rate, renal plasma flow, maximal 
tubular excretion of p-aminohippuric acid, and re- 
absorption of phosphate. There was no liver damage 
in 4 patients receiving 200,000 units intramuscularly 
daily for 4 to 10 days, and there were no significant 
changes in erythrocyte or differential leucocyte counts 
in 10 patients. Malcolm Woodbine 


1493. The Nephrotoxicity of Bacitracin in Man 

A. J. Micute, H. A. Zintet, R. A. Ma, I. S. RAvpbIN, 
and M. RAGNi. Surgery [Surgery] 26, 626-632, Oct., 
1949. 1 fig., 15 refs. 


Renal function tests were performed before and after 


the administration of bacitracin to 11 volunteer con- — 


valescent surgical patients with no signs or symptoms of 
renal disease. In “ acute’’ experiments on 5 of the 
patients the glomerular filtration rate and maximal 
tubular reabsorption of phosphate were determined in 
all, maximal tubular excretion of para-aminohippurate 
was determined in 2, and renal plasma flow in the other 
3, before and after administration of 2,000 units of 
bacitracin intravenously followed by 360 units per minute 
for approximately one hour. In the 2 cases in which it 
was estimated, a gradual decrease was found in the 
average value for maximal tubular excretion of p-amino- 
hippurate, suggesting early tubular damage. No 
statistically significant changes were found in the results 
of the other tests. 

In the “ chronic”’ series the first 5 patients received 
49,000 to 50,000 units of bacitracin intramuscularly every 
6 hours for 4 to 13 days, while the sixth patient was given 
3 doses of 50,000 units intramuscularly for 2 days, none 
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for a further 6 days, and then 4 injections of 50,000 units 
each in the 24 hours preceding the final renal function 
tests, all those mentioned above being carried out in 
every case. In this group bacitracin produced moderate 
to very severe renal damage in the first 5 patients. The 
glomerular filtration rate was diminished by 32 to 79%; 
the renal plasma flow by 20 to 87%; the maximum tubular 
excretion of p-aminohippurate by 11 to 85%, and the 
maximum tubular reabsorption of phosphate by 48 to 
73%. The sixth showed marked impairment of tubular 
excretion, but no significant changes in the remaining 
tests. Two of the first 5 patients showed evidence of 
considerable recovery 12 and 28 days after discontinua- 
tion of bacitracin. A. W. H. Foxell 


1494. The Use of Bacitracin, a New Antibiotic, in 
Aerosol Form 

S. J. PricaL and M. L. Furman. Annals of Allergy 
[Ann. Allergy] 7, 662-675 and 688, Sept.—Oct., 1949. 
13 refs. 


Bacitracin is an antibiotic derived from a strain of 
Bacillus subtilis: it is water-soluble and relatively heat- 
stable. It is active in vitro against Gram-positive organ- 
isms, is ineffective against Gram-negative organisms 
(with the exception of the gonococcus and meningo- 
coccus), and is effective against some fungi and 
spirochaetes. It therefore resembles penicillin in its 
bacterial effects, but unlike the latter is poorly absorbed 
from topical applications, the alimentary tract, or the 
bronchial tract. It is non-toxic and non-irritating and 
relatively non-sensitizing, and can be used in patients 
who are penicillin-sensitive. Nephrotoxic effects have 
been described. 

In the present study bacitracin dissolved in propylene 
glycol was used as an aerosol. A total daily dose of 
12,000 to 134,000 units was administered, most patients 
receiving 40,000 units. In some cases penicillin or 
streptomycin was added. In asthmatics an anti- 
spasmodic such as aminophylline or “ isuprel”’ (iso- 
propylnoradrenaline) was first inhaled in order to ensure 
satisfactory absorption. All the patients treated had 
sino-respiratory infections. 

Datails of the effect of treatment in 100 cases were 
recorded. The conditions treated were divided into 
para-nasal sinus infection’’, respiratory infection ”’, 
and “sino-respiratory infection’. Only 17 patients 
were treated with bacitracin alone; the remaining 83 
received bacitracin and penicillin. Marked or moderate 
improvement was recorded in 76°5% of the former and 
85-6% of the latter. These figures can be compared 
with one of 73% in a similar series treated with penicillin 
alone. Conditions which were successfully treated with 
bacitracin included several infections with penicillin- 
resistant organisms and one in a_penicillin-sensitive 
patient. 

Pharyngeal cultures from 31 patients led to the 
isolation of 90 organisms whose sensitivity was: to 
penicillin 1 unit per ml., to bacitracin 10 units per ml., 
and to streptomycin 10 units per ml. Streptomycin 
inhibited growth of 88-8%, penicillin 70-1%, and baci- 
tracin 70% of these organisms. The high antibiotic 


activity of streptomycin in this series is attributed by the 
authors to the previous use of penicillin aerosols by 


‘more than half the patients. Nine organisms were 


inhibited by bacitracin and not by penicillin and 10 by 
penicillin but not by bacitracin. 

In 17 cases throat swabbing was repeated after treat- 
ment: there appeared to be a reasonable correlation 
between the effect of treatment and changes in the 
bacterial flora. The presence of bacitracin could not 
be demonstrated in the blood of patients half an hour 
after inhalation of large doses; inhalation of penicillin 
or streptomycin was followed by a maximum rise in the 
level in blood by this time. 

In 2 cases unfavourable reactions to bacitracin were 
observed: in one a burning sensation was experienced in 
the throat and retrosternally after its use, and another 
patient complained of irritation of the nose after use of 
penicillin and bacitracin together. In the last case 
penicillin might have been responsible. The authors 
conclude that the results of inhalation of an aerosol of 
penicillin and bacitracin together are better than those 
with penicillin alone. Bacitracin is of particular value ir 
patients sensitive to penicillin. [As the authors them- 
selves admit, the number of cases treated with bacitracin 
alone is too few to allow more than tentative conclusions 
to be drawn as to the value of this drug. The results 
are also complicated by the fact that many of the 
patients had previously received prolonged treatment 
with penicillin.] R. S. Bruce Pearson 


1495. Antagonism Between a Non-pathogenic Diplo- 
coccus and Numerous Pathogenic Organisms, including 
Mycobacteria. (Antagonismus zwischen einem apatho- 
genen und zahlreichen pathogenen Mikroorganismen, 
insbesondere auch der Mykobakterien) 

H. HarMseN and K. Noster. Arztliche Forschung 
[Arztl. Forsch.] 3, 538-544, 1949. 16 refs. 


Culturing sputum from a patient suffering from 
bronchitis on blood- and ascites-agar and in glucose- 
broth at the Hamburg Institute of Hygiene, the author 
found that while pneumococci and coliform organisms 
grew on the plates, subculture from the broth yielded a 
pure growth of a Gram-positive diplococcus. Further 
investigation of the organism showed it to resemble the 
group of lactic-acid streptococci, differing from them, 
however, in its cultural and biochemical behaviour, and 
also in its antagonism towards other bacteria. It was 
given the designation “xX 5”, its serial laboratory 
number. The organism proved nonpathogenic for man, 
guinea-pigs, and mice. Experiments in vitro showed 
the organism and its culture filtrate to be highly bacteri- 
cidal for Salmonella typhi and Salm. enteritidis Breslau, 
streptococci, pneumococci of types I, II and III, and 
Mycobacterium tuberculosis. The addition of a loopful 
of the broth culture of the organism to an emulsion of 
Myco. tuberculosis in broth and its incubation for 6, 12, 


24, and 72 hours, followed by sulphuric-acid treatment 


and culture on egg media, showed that incubation with 
X 5 for over 6 hours killed all the tubercle bacilli. 
When culture filtrate was used instead of the whole 
culture, similar results were obtained. 
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In experiments on guinea-pigs inoculation with 
mixtures of culture filtrate and virulent human tubercle 
bacilli incubated for 12 hours before injection seemed to 
prevent fatal infection in the animals. In guinea-pigs 
infected with a large dose of virulent human tubercle 
bacilli, treatment after 14 days with injections of X 5 
culture filtrate twice weekly prolonged survival. [The 
results do not appear to be very striking.] Eight rabbits 
were infected with 0-01 mg. of virulent bovine tubercle 
bacilli and treated with concentrated culture filtrate from 
3 weeks after infection. In 5 animals killed 6 months 
after infection only healed lesions and calcified lymph 
nodes were found. Two rabbits died 3 and 34 months 
after infection, and the one control animal after 24 
months. Clinical experiments are stated to be in 
progress. 

The effectiveness of the culture filtrate is dependent 
upon the presence of the glucose in the broth, the omission 
of the latter reducing antibiotic activity by one-third. 
Buffering of the filtrate also diminishes its activity. 
Further studies on the chemical nature of the antibiotic 
agent and on its mode of action are intended. It is 
pointed out that, while the importance of the intestinal 
flora for the normal functioning of the whole organism 
is now being realized, the possible importance of the 
normal flora of the oral cavity and air passages in combat- 
ing infection has attracted little attention. FE. Nassau 


PENICILLIN 


1496. The Action of Penicillin on the Oestrus of Sexually 
Mature White Mice. (Untersuchungen iiber den 
Wirkungsmechanismus des Penicillins. I. Mitteilung. 
Wirkung von Penicillin auf den Oestrus geschlechtsreifer 
weisser Mause) 

W. BraicH. Archiv fiir Dermatologie und Syphilis 
[Arch. Derm. Syph., Wien] 188, 340-347, 1949. 2 figs., 
38 refs. 


In castrated female mice it was found to be impossible 
to induce oestrus with penicillin. In normal mature 
mice the administration of penicillin increased the 
number of epithelial cells in the vaginal smear. The 
oestrus was usually prolonged. In animals which had 
reached only the pro-oestrous stage penicillin sometimes 
induced complete oestrus. The genital mucous mem- 
brane was often found to be hyperaemic after penicillin 
administration. G. W. Csonka 


1497. The Comparative Merits of Sodium and Procaine 
Penicillin Given Infrequently 

E. GrirritHs, P. F. Jones, R. A. SHooter, and J. A. 
Heavy. British Medical Journal [Brit. med. J.] 2, 
958-961, Oct. 29, 1949. 2 figs., 8 refs. 


_ This paper reports the results of a clinical investigation 
in which 232 patients with acute septic conditions of the 
skin and subcutaneous tissues were treated with penicillin 
by two different methods. The first group of 116 patients 
received a single daily intramuscular injection of 300,000 
units of procaine penicillin in arachis oil, the intention 
being to maintain a low concentration of penicillin in the 


blood throughout most of each 24-hour period. The 
second group of 116 patients received two intramuscular 
injections of 300,000 units of sodium penicillin in saline 
each day, the intention being to produce a high blood 
penicillin level twice a day, with intervening periods 
totalling 8 to 14 hours during which no penicillin would 
be detectable in the blood. The local treatment fol- 
lowed exactly the same lines in both groups. In 193 
cases Staphylococcus pyogenes was isolated and 13 of 
these strains were penicillin-resistant. Gram-negative 
bacilli were present in 8, and haemolytic streptococci in 11 
of the remaining cases. [Twenty cases appear to be 
unaccounted for.] The results were treated statistically 
and no significant difference was found between the two 
groups in respect of mean time between start of treatment 
and relief of pain, and mean healing time. An additional 
group of 24 patients were treated with injections of 
300,000 units of procaine penicillin in arachis oil with 2% 
aluminium stearate, given every 2 days, but the clinical 
response is stated to have been unsatisfactory. 
A. W. H. Foxell 


1498. Procaine Penicillin G for Aqueous Injection. A 
Study of Blood and Urine Levels 

E. J. Puraskt and J. F. CoNNneLt. New England 
Journal of Medicine [New Engl. J. Med.| 241, 514-518, 
Oct. 6, 1949. 8 figs., 5 refs. 


The authors, working at Brooke Army Medical 
Centre, Texas, U.S.A., examined the penicillin concentra- 
tion in plasma and urine after the intramuscular injection 
of an aqueous solution of procaine penicillin G. The 
preparation used, “ crysticillin”’’, is a mixture of dry 
crystalline penicillin with dried sodium carboxymethyl- 
cellulose which, when diluted with water, gives a stable 
suspension and obviates the use of oils. 

With doses of 4,000 units per kg. body weight, assayable 
levels were detectable in the blood and urine in 7 young 
male adults at 18 and 36 hours after injection. The 
dose was repeated in 4 patients after 8 hours, and assay- 
able levels were present in the blood at 26 hours and in 
the urine at 50 hours after the first injection. In 4 
patients who received a second dose of 4,000 units after 
12 hours, assayable levels were present in the blood 
24 hours and, in 2 out of the 4, 36 hours after the first 
injection, the urine still containing penicillin after 
48 hours. After a single dose of 10,000 units (in 5 
patients), 12,000 units (in 4 patients), and 16,000 units 
(in 5 patients) per kg., assayable levels of penicillin 
were detectable in the blood for 36 hours and in the urine 
for 48 hours. Malcolm Woodbine 


1499. Penicillin in the Cerebrospinal Fluid 

J. W. T. ReDFEARN, A. ELITHORN, K. TILL, and F. A. 
Ippott. Lancet [Lancet] 2, 652-657, Oct. 8, 1949. 
12 refs. 

By employing a method of assay for the detection of 
small quantities of penicillin in the cerebrospinal fluid 
(C.S.F.), the authors were able to demonstrate that 
penicillin, given in large doses intramuscularly, readily 
enters the C.S.F. of patients with organic disease of the 
central nervous system, and can even be detected in 
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small amounts in the C.S.F. of subjects free from intra- 
cranial organic disease. 

The specimens were obtained by lumbar, cisternal, and 
ventricular puncture from 111 patients, most of whom 
were suffering from organic diseases such as intracranial 
tumour and neurosyphilis. The case material also in- 
cluded a group of subjects with psychiatric disorders in 
whom organic disease was not demonstrable. The 
dosage of penicillin given and the interval between the 
time of injection and the collection of the specimen of 
C.S.F. varied in the different groups studied. In most 
cases assays were made 4 to 6 hours after a single dose 
of 500,000 units of penicillin. 

In general, high levels of penicillin in the C.S.F. 
were found in association with diseases causing damage to 
vascular tissue, and there was a rough parallelism between 
the levels of protein and penicillin in the fluid. The mean 
penicillin level in C.S.F. in cases of late parenchymatous 
neurosyphilis was 0-14 unit per ml.: corresponding 
values in cases of cerebral arteriosclerosis, cerebral 
glioma, and in neurologically normal cases were 0-08, 
0-06, and 0-04 unit per ml. respectively. In 11 out of 
18 neurologically normal subjects levels were higher than 
0-037 unit per ml. after a single intramuscular dose of 
500,000 units. The levels in lumbar and ventricular 
fluid were approximately equal 4 hours after the injection 
of penicillin. 

The authors discuss the treatment of neurosyphilis in 
the light of their findings and express a preference for 
administration of large well-spaced doses of penicillin 
instead of small frequent doses or continuous intravenous 
infusion. G. B. Forbes 


1500. Studies with Penicillinase in the Presence of 
Sulfonamides 

G. CRONHEIM, M. E. Bairp, and W. N. DANNENBURG. 
Archives of Biochemistry [Arch. Biochem.] 23, 394-399, 
Oct., 1949. 11 refs. 


The activity of varying concentrations of penicillinase 
was established by using 10,000 and 50,000 units of 
penicillin as substrate and incubating for 30 minutes at 
37°C. The residual penicillin was assayed by the agar- 
cup method, with Staphylococcus aureus as test organism. 
The action of a mixed suspension of sulphadiazine and 
sulphathiazole on the enzyme reaction was studied, 
500 mg. of each drug being used. In the presence of 
the sulphonamides, the penicillin was protected from 
enzymic destruction. The sulphonamides alone had no 
effect on the zone of inhibition at the high dilution used 
in the cup test. Further studies showed that the sulphon- 
amides did not inhibit penicillinase action in saturated 
solution, and that the effect was not a true enzyme 
inhibition, but was due to adsorption of the enzyme on to 
the suspended particles of sulphonamide. The protec- 
tive action of ordinary sulphathiazole (50 to 100 pu 
particle size) was less than that of the microcrystalline 
compound (5). The same degree of adsorption was 
obtained when a purified penicillinase of 500 times the 
potency was used in preliminary trials. The adsorp- 
tive power of sulphaguanidine was much lower than that 
of sulphadiazine or sulphathiazole. P. B. Marshall 


TOXICOLOGY 


1501. Aspirin Poisoning 
I. Leveson. British Medical Journal (Brit. med. J.| 2, 
628-630, Sept. 17, 1949. 13 refs. 


The clinical features, prognosis, and treatment of 
aspirin poisoning are discussed on the basis of experience 
with 48 cases of attempted suicide with aspirin, all seen 
by the author during the past 2 years. The frequency of 
this method of attempted suicide increased considerably 
among women in the Liverpool area during 1947-8. 
The early symptoms are those of gastric irritation— 
epigastric discomfort or pain, nausea, and later vomiting. 
These are followed by giddiness, deafness, tinnitus, 
blotchy facial erythema, oedema round the eyes, profuse 
sweating, and restlessness. The acidosis causes deep 
rapid respirations, and in severe cases circulatory collapse 
and coma may supervene. A moderate pyrexia is not 
uncommon during the first 48 hours. The addition of 
10°%% ferric chloride to the urine gives a purple colour, 
and this is still obtained after boiling the urine, thus 
distinguishing the reaction from that due to acetoacetic 
acid. The most important therapeutic measure is early 
and thorough gastric lavage, | pint (570 ml.) of 1% 
sodium bicarbonate solution being left in the stomach, 
Sodium bicarbonate should also be given by mouth in 
doses of 60 gr. (3-9 g.) 2-hourly at first, later 4-hourly, 
depending on the clinical picture. Other measures 
include keeping the patient warm, administration of 
abundant fluids by mouth (or intravenously if necessary) 
and penicillin to prevent pulmonary infection. “‘ Eucor- 
tone’ or desoxycorticosterone acetate may be used in 
cases with circulatory collapse. Lumbar puncture may 
be performed in severe cases, but the author is doubtful 
of its value and it may be technically difficult in a very 
restless patient. There were 2 deaths among the 48 
patients treated. One case is reported in which recovery 
followed the ingestion of 2,000 gr. (129-6 g.) of aspirin. 

A. R. Kelsall 


1502. The Cardiotoxic Properties of 2489 F. (4-Amino- 
4’-diethylamino-propylamino-diphenylsulphone) and__ the 
Antagonistic Action of 1262 F, “ Dacorene’’. (Pro- 
priétés cardiotoxiques du 2489 F (4-amino-4’-diéthyl- 
aminopropylamino-diphénylsulfone); action antagoniste 
du 1262 F (Dacoréne) ) 

J. Jacos, G. Monrtézin, and D. Bover. Archives 
Internationales de Pharmacodynamie et de Thérapie 
[Arch. int. Pharmacodyn.} 80, 420-443, 1949. 12 figs., 
bibliography. 


In the dog this substance, ‘* 2489 F ’’, derived from the 
chemotherapeutic sulphone, 4 : 4’-diaminodiphenyl- 
sulphone, has cardiac effects similar to those of digitalis 
or aconitine and often causes death by ventricular 
fibrillation. After an initial tonic effect, by which not 
only the amplitude of contractions but also myocardial 
tone is increased, there is a sudden onset of irregularity 
of ventricular rhythm, although auricular contractions 
are unaffected. Cardiac arrest in diastole often follows 
ventricular fibrillation. The average dose required to 
produce such fibrillation in 25 dogs was 1-4 mg. per kg. 
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Some signs of an action on the central nervous system, 
either depressant or stimulant, were seen in other 
animals, but not in dogs. 

While adrenaline and acetylcholine are temporarily 
effective in restoring a more normal rhythm, the usual 
agents employed in fibrillation, such as atropine, quini- 
dine, magnesium chloride, and procaine are ineffective. 
However, “‘ dacorene”’ (“* 1262 F”’, 2: diethylamino- 
diphenyl) restores normal rhythm, and the electro- 


_ cardiographic records become normal. This effect has 


been demonstrated repeatedly in the same animal. The 
antagonism appeared to be unrelated to coronary dilata- 
tion, and an effect of dacorene on the refractory period of 
isolated auricles could not be shown by Dawes’s method. 
The mode of action is not completely understood but 
there seems to be a direct effect on the heart. 

Derek R. Wood 


1503. Acute Hemolytic Anemia due to Naphthalene 
Poisoning. A Clinical and Experimental Study 

W. W. ZueLzer and L. Apt. Journal of the American 
Medical Association [J. Amer. med. Ass.| 141, 185-190, 
Sept. 17, 1949. 4 figs., 13 refs. 


In 4 cases of fulminating haemolytic anaemia occurring 
in children the authors attributed the condition to sucking 
naphthalene moth balls. The outstanding features of the 
3- to 4-day illnesses recorded were lethargy, nausea, 
abdominal pain, vomiting, and pronounced haemo- 
globinuria. There was no jaundice. The erythrocytes 
showed microcytosis, spherocytosis, and fragmentation. 
Bone-marrow examination revealed increased erythro- 
genesis of a mature kind. Transfusion and alkaliniza- 
tion brought rapid relief in each case. Studies in dogs 
confirmed the association between naphthalene and 
haemolysis, Heinz bodies being found to appear before 
haemolysis. Reference is made to the comparatively 
scanty attention paid in the literature to this form of 
poisoning and to its similarity to Lederer’s anaemia. 
Unfortunately the exact—even approximate—dosage of 
poison in these 4 cases could not be estimated. 

Keith Simpson 


1504. Site of the Formation of Acetaldehyde after 
Ingestion of Antabuse (Tetraethylthiuramdisulphide) and 
Alcohol. [In English] 
E. JacopsEN and V. Larsen. Acta Pharmacologica et 
Toxicologica [Acta pharmacol., Kbh.| 5, 285-291, 1949, 
3 figs., 5 refs. : 


Rabbits’ livers were isolated and perfused with 
defibrinated blood (from two other rabbits) at a rate of 
30 to 40 ml. per minute. Alcohol (0-5 g. in Tyrode’s 
solution) was added to the blood and the concentrations 
of alcohol and acetaldehyde in blood entering and leaving 
the liver were determined at intervals during a period of 
2 hours. There was no acetaldehyde in blood which 
had passed through a normal liver, but after perfusion 
through the livers of rabbits given 2 doses of 0-75 g. of 
“antabuse” (tetraethyl thiuramdisulphide), 28 and 20 
hours respectively before the experiment, the blood 
contained 4:5 mg. of acetaldehyde per 100 ml. after 
30 minutes (mean of 3 experiments). The concentration 

M—2A 


of acetaldehyde decreased as the alcohol concentration 
fell. The results were the same whether the blood 
perfused was from normal or antabuse-treated rabbits. 
When the hind-limbs of an antabuse-treated rabbit were 
perfused in the same way there was no disappearance of 
alcohol or appearance of acetaldehyde. It is therefore 
concluded that acetaldehyde formation occurs mainly 
in the liver. Pamela Holton 


1505. The Rate of Acetaldehyde Metabolism in Rabbits 
Treated with Antabuse (Tetraethylthiuramdisulphide). 
{In English] 

J. Hatp and V. Larsen. Acta Pharmacologica et 
Toxicologica [Acta pharmacol., Kbh.] 5, 292-297, 1949. 
2 figs., 5 refs. 


Acetaldehyde (0-5 to 5% in Tyrode’s solution) was 
infused intravenously at a constant known rate into 
rabbits under urethane anaesthesia throughout the 
experiment. The acetaldehyde content was measured 
in blood samples from the carotid artery and the infusion 
rate was adjusted so that no accumulation of acetalde- 
hyde occurred after equilibrium was established. Thus 
the rate of acetaldehyde metabolism was determined 
for each rabbit. Rabbits which had been treated with 
‘“* antabuse ’’ (tetraethyl thiuramdisulphide) (2 doses of 
0-75 g., 26 and 20 hours respectively before the experi- 
ment) metabolized acetaldehyde at the same maximum 
rate (7 to 10 mg. per minute) as normal animals and in 
both the rate was proportional to the concentration of 
acetaldehyde in the blood. The difference between 
treated rabbits and controls was in the concentration 
necessary for a given rate of metabolism to be attained: 
rabbits treated with antabuse required a higher con- 
centration than controls. Pamela Holton 


1506. The Rate of Acetaldehyde Metabolism in Isolated 
Livers and Hind Limbs of Rabbits Treated with Antabuse 
(Tetraethylthiuramdisulphide). [In English] 


J. HALbD, E. JACOBSEN, and V. Larsen. Acta Pharma- 


cologica et Toxicologica [Acta pharmacol., Kbh.] 5, 
298-308, 1949. 2 figs., 6 refs. 


Isolated livers and isolated hind-limbs of rabbits, 
untreated or treated with “ antabuse”’ (tetraethyl 
thiuramdisulphide), were perfused with blood to which 
acetaldehyde had been added. The amount of acetalde- 
hyde metabolized per minute was calculated from the 
acetaldehyde concentration in the blood before and after 
passage through the organ and from the volume of blood 
passing through the organ per minute. A relation 
between the metabolic rate of acetaldehyde in the liver 
and the concentration in the perfused blood was found. 
In livers from untreated animals an increase in the rate 
of destruction up to 2 to 4 mg. acetaldehyde per minute 
has little influence on the concentration in the perfused 
blood. About 1 to 2 mg. per 100 ml. perfused blood 
corresponds to the maximal rate, and a further increase 
in the concentration will not increase the rate beyond this 
point. The maximal metabolic capacity of an average- 
sized rabbit’s liver is 6 to 7 mg. acetaldehyde per minute. 
A marked difference in this ratio is seen when perfusion 
is made on livers from antabuse-treated rabbits. 
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Although the maximal capacity for acetaldehyde meta- 
bolism is the same in livers from treated and untreated 
rabbits, this point is first reached at a blood concentration 
of 10 to 15 mg. per 100 ml. perfused blood in antabuse- 
treated rabbits. When less than 1 mg. acetaldehyde is 
metabolized per minute, the concentration in the blood 
is 30 to 40 times higher in antabuse-treated animals 
than in normal ones. This ratio is diminished as the 
amount metabolized increases until the maximal capacity 
is reached. The same difference between untreated and 
treated animals is also seen in hind-limb perfusion experi- 
ments but not so markedly as in liver perfusion experi- 
ments. The concentration of acetaldehyde in the 
perfused blood from livers perfused with blood to which 
alcohol had been added corresponds well to the amount 
of acetaldehyde formed per minute to be expected on the 
basis of calculations from the metabolic rate of alcohol 
found, both when livers from treated and from untreated 
animals were perfused. The increased acetaldehyde 
concentration from alcohol after antabuse administra- 
tion to rabbits can thus be explained as due to an effect 
on acetaldehyde metabolism.—[Authors’ summary.] 


1507. Studies on the Toxicity and Pharmacological 
Action of Sodium N-p-Chlorophenyldiazothiourea (Pro- 
murit) 

K. W. Cocuran and K. P. DuBois. Journal of Pharma- 
cology and Experimental Therapeutics |J. Pharmacol.] 97, 
105-114, Sept., 1949. 22 refs. 


1508. Poisoning due to Tetraethylpyrophosphate 

J. Faust. Journal of the American Medical Association 
[J. Amer. med. Ass.) 141, 192-193, Sept. 17, 1949. 
1 ref. 


THERAPEUTICS 


1509. A New Synthetic Anticoagulant: The Ethyl Ester 
of Dioxycoumarinyl-acetic Acid (“ Tromexan’’). (Un 
nouvel anticoagulant de synthése: lester éthylique de 


Tacide dioxycoumarinyl-acétique ou tromexan) 


G. BICKEL and R. DELLA SANTA. Revue Médicale de la 


Suisse Romande [Rev. méd. Suisse rom.] 69, 545—558,. 


Sept. 25, 1949. 5 figs., 9 refs. 


As compared with dicoumarol, it has been shown that 
dioxycoumarinyl-acetic acid (** tromexan ”’), being more 
soluble, is absorbed from the gastro-intestinal tract more 
rapidly and attains its effect more rapidly; by the same 
token, when it is withdrawn the prothrombin level 
returns to normal more rapidly. It is also claimed that 
when tromexan is used clinically, supplementation with 
heparin is not necessary except in the most urgent cases. 
The authors have within the past year treated more than 
100 cases of intravascular thrombosis or thrombo- 
embolic conditions with tromexan [presumably without 
heparin]. The usual dosage for the acute condition 
was: Ist day, 3 x 300 mg., 2nd day, 3 x 300 mg., 3rd day, 
2 x 300 mg. (or 4x 150 mg.), 4th day, 3 or 4x 150 mg., 
5th day, 3x 150 mg., 6th day and subsequently, 2 or 
3x 150mg. The doses should be spaced out as evenly as 
possible throughout the 24 hours. The prothrombin 


concentration in the blood was determined daily during 
the first week and once or twice weekly afier the level was 
established at 30 to 40% of normai. The clinical results 
obtained with these moderate doses, which kept the 
prothrombin level usualy between 30 and 50%, were 
usually as good as those obtained with larger doses which 
reduced the prothrombin level below 20%; only in a few 
cases was it considered necessary to exceed the stated 
dosage. The maintenance dose of 300 to 450 mg. daily 
could be continued as routine treatment in certain cases 
for weeks or even for months, the patient being treated 
as an ambulant out-patient. 

It is stated that haemorrhagic complications are much 
less frequent and, when they do occur, less serious than 
with dicoumarol owing to the efficacy of the drug in 
most cases at a safe level of prothrombin and owing to 
the rapidity with which the prothrombin level returns to 
normal when the drug is withdrawn. The authors have 
had “ excellent ’’ results with tromexan in 48 out of 60 
cases of venous thrombosis, in 10 cases of pulmonary 
embolism, and in several cases of myocardial infarction. 
It is considered that the drug has clear advantages over 
dicoumarol and that indeed it approaches the ideal 
anticoagulant. Joseph Parness 


1510. Alterations in Peripheral Circulation and Tissue 
Temperature Following Local Application of Short Wave 
Diathermy 

H. J. Frax, R. N. MILLER, and S. M. Horvatu. 
Archives of Physical Medicine [Arch. phys. Med. 30, 
630-637, Oct., 1949. 7 figs., 10 refs. 


As previous reports on the effects of the application of 
diathermy to the thigh on the peripheral circulation have 
been somewhat conflicting, the authors repeated these 
experiments on 10 normal male volunteers under standard 
conditions. The temperature half an hour before, and 
at intervals for more than an hour after, the application 
of diathermy for a period of 20 minutes was recorded at 
the skin surface and at depths of 1 and 1-5 inch (2-5 and 
3-8 cm.) on the outer aspects of the thighs. Changes in 
blood flow of the same limb were recorded simultaneously 
by means of the Cambridge modification of the Burch- 
Windsor plethysmograph. 

The authors found no correlation between rise in 
temperature in superficial areas and that in deep tissues, 
but a significant correlation was obtained between the 
temperature elevations at depths of 1 inch and 1-5 inch. 
They report four types of general response in peripheral 
blood flow in different individuals after the application 
of diathermy: no vasodilatation, gradual vasoconstric- 
tion, marked vasodilatation, and delayed vasodilatation. 
During the experiment the rectal temperature remained 
constant in all subjects; any increase in peripheral blood 
flow is therefore not due to a general rise in body tem- 
perature. In only one instance was the tissue temperature 
at a depth of 1-5 inch higher than that at 1 inch. It 
would appear that the maximum depth of penetration of 
short-wave diathermy when the coil technique is 
employed lies between 1 and 1-5 inch. [The findings 
are well illustrated by means of temperature and 
blood-flow charts.] M. H. L. Desmarais 


“~ 


Radiology 


1511. Histological Lesions of the Arterial Wall Pro- 
duced by an Organic Iodine Compound Used in Arterio- 
graphy. Experimental Researches. (Lesioni istologiche 
delle pareti arteriose determinate da prodotti organo- 
jodati usati in arteriografia. Ricerche sperimentali) 

L. Campi and S. Apeatict. Radiologia Medica [Radiol. 
med., Torino] 35, 715-723, Sept., 1949. 9 figs., 44 refs. 


This paper describes the pathological changes observed 
in the arteries of dogs following the injection of the 
various organic iodized compounds used in arterio- 
graphy. Generally speaking, the extent of the patho- 
logical change was proportional to the amount of fluid 
injected. A. Orley 


1512. Chemical Measurement of Ionizing Radiations 
M. J. Day and G. Stein. Nature (Nature, Lond.] 164, 
671-672, Oct. 15, 1949. 2 figs., 7 refs. 


The orthodox methods of measuring radiation in 
terms of the ionization produced in air are not easy to 
apply to biological work. A chemical method is here 
described in which aqueous solutions of benzene and 
sodium benzoate are employed. When irradiated, these 
substances give rise, by hydroxylation, to certain phenols 
which can be estimated colorimetrically with Folin’s 
reagent. The yield of phenols is directly proportional 
to the radiation dose up to about 60,000 r, and is not 
critically dependent on pH, concentration, temperature, 
or the presence of oxygen. (Oxygen does, however, 
affect the relation for higher doses.) From the phenol 
yield can be calculated the quantity of hydroxyl ion 
liberated and thence the degree of ionization of the 
solution. 

Suggested applications of this chemical dosimetry are: 
(1) Determination of total energy absorption in irregular 
volumes, non-uniformly irradiated. (2) Measurement 
of very high dosage rates. (3) Measurement of doses 
with very high energy quanta for which the roentgen 
begins to lose its significance. (4) Measurements with 
very broad x-ray spectra. (5) Absolute determinations 
of radioactive substances, especially B-ray emitters, 
which can be incorporated in the radiation indicator 
solution. T. E. Graham 
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1513. Radiotherapy of Accessible Malignant Tumours 
by Alternating Chess-board Method 

B. Jottes. Lancet [Lancet] 2, 603-606, Oct. 1, 1949. 
5 figs., 8 refs. 


Uniform distribution of the administered dose of 
radiation is the aim in every method of radiotherapy of 
malignant growths. High dosage levels are almost 
universally advised, but the direct effect of ionizing 
radiation on malignant cells is not the only factor 


determining the cure of a tumour. Stroma reaction 
and the resistance of the host to the tumour are also very 
important. A new method of radiotherapy of accessible 
malignant tumours is here described, completely depart- 
ing from existing methods in both fundamental and 
technical details. With a lead chess-board sieve, 
portions of the tumour are irradiated through holes 
1 or 2 cm. in diameter, while other portions are pro- 
tected; subsequently the order of opaque and trans- 
parent areas is reversed, so that untreated areas are 
exposed and those already treated are protected. The 
chess-board is applied tightly over the part to be treated 
and, in the case of tumours of the skin and breast, 
specially moulded applicators are built for each case. A 
further course of treatment may be given through the 
first chess-board and occasionally a fourth series through 
the second chess-board may be advisable, irradiation 
being carried out daily for 5 or 6 days a week in each 
course. 

Reactions in treated cases were mild and in 3 cases 
of epithelioma which are described in detail the primary 
tumour disappeared at the end of treatment. This, 
together with the rapid resolution of the residual fibrotic 
nodules, is taken as clinical evidence of the greater 
ability of the stroma to deal with the tumour and of the 
inflammatory cell infiltrate to remove the debris than is 
the case after radiotherapy by other methods. The 
period of observation after treatment has, however, been 
very short. 

In this method the resistance to radiation of the 
connective tissue and its recovery rhythm are given 
paramount consideration. The distribution of radiation 
in the treated volume is not uniform and the effective 
dosage is considerably smaller than those customarily 


used in the treatment of epitheliomata. The recovery. 


period of connective-tissue fibres and fibroblasts should 
be given prime consideration in the distribution of the 
dose of x rays. The treatment is individualized and 
controlled by histological study of biopsy material taken 
at various intervals of time from adjoining areas. 

I. G. Williams 


1514. Radon Implantation for Acromegaly and Cushing’s 
Syndrome 

D. W. C. NorrTHFIELD. Proceedings of the Royal 
Society of Medicine [Proc. R. Soc. Med.} 42, 845-853, 
Oct., 1949. 11 figs. 


The results of implantation of radon seeds into the 
pituitary gland in 4 cases of pituitary basophilism and 
1 of acromegaly are given, together with detailed clinical 
histories and pictorial records. One patient, a married 
woman aged 31 suffering from Cushing’s syndrome, 
improved dramatically after the insertion of 2 radon 
seeds, one on either side of the stalk of the pituitary 
gland, the total dose being 3 mc. The patient began to 
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improve clinically within a few days of operation. She 
lost 19 Ib. (8-6 kg.) within 16 days and her weight fell to 
140 Ib. (63-5 kg.) within a year, having been 187 lb. 
(84-8 kg.) before operation. When last seen, 84 years 
after operation, she looked well and weighed 1654 Ib. 
(75 kg.). Her.only complaints were easy fatiguability 
and some headache. 

Another patient, a married woman aged 37 with 
pituitary basophilism, was thin, dejected, readily bursting 
into tears, and had a marked moustache and beard when 
first seen. The chief complaints were headache, lack of 
energy, and severe mental depression. When - last 
examined, 7 years after insertion of two radon seeds into 
the pituitary gland (total dose 3-7 mc.), she was cheerful 
and hard-working, looking after a husband crippled with 
disseminated sclerosis and working outside the home on 
two half-days a week. Her weight was 140 lb. and 
hirsuties of the face was less marked and controlled by 
shaving. No significant benefit was obtained in the 
third case, while in the remaining case of basophilism 
and in the case of acromegaly the patient died one day 
and 2 months respectively after operation. 

The surgical approach to the sella in all 5 cases was 
the same as that commonly employed for the removal 
of pituitary tumours, namely, a frontal craniotomy and 
intradural elevation of the frontal lobes exposing the 
diaphragma sellae between the optic nerves. The 
operation is difficult technically because of the lack of a 
suitably shaped radon carrier which can be manipulated 
in the confined space. When deciding on the total dose 
to be given, previous treatment by x rays must be taken 
into account to avoid local overdose. Moreover, where 
a full course of deep x-ray therapy has been given, 
caution must be exercised in deciding to implant radon. 
Radiographic evidence of enlargement of the sella turcica 
represents a contraindication to radon implantation 
owing to the tension within the tumour and its probable 
vascularity, which make the operation a formidable 
procedure carrying a high mortality. J. G. Winternitz 


1515. Radiotherapy in the Treatment of Pituitary 
Basophilism and Eosinophilism 

F. Exuts. Proceedings of the Royal Society of Medicine 
[Proc. R. Soc. Med.] 42, 853-860, Oct., 1949. 


Pituitary basophilism is defined as being a poly- 
glandular syndrome due to “‘ a change in the basophil 
endocrine cells of the pituitary, whether or not there is 
actually a tumour in the pituitary’’. Before treatment 
is instituted it is of importance to exclude the thymus and 
adrenal glands as possible sites of the underlying patho- 
logical disturbance. When assessing the results of 
treatment it shouid be recalled that some cases tend to 
improve spontaneously. The implantation of radon 
seeds has obvious surgical dangers. The minimum 
dose in the pituitary fossa from 4 mc. of radon will be 
17,000 r, the maximum dose being in the region of 
340,000 r. Two cases treated by radon are quoted which, 
after initial improvement, ended fatally, one patient dying 
of meningitis and the other in a mental home. The 
effects of x-ray treatment have never been dramatic. 
The optimal dose appears to be 4,500 r in 4 weeks. If 


this dose produces no effect, further deep x-ray treatment 
should not be given. 

Pituitary eosinophilism, giving rise to acromegaly or 
gigantism, is caused by an eosinophil adenoma or by 
eosinophil cells in a chromophobe adenoma of the 
gland. The pituitary fossa is frequently enlarged. 
Without treatment the condition is progressive, causing 
severe headache and leading to impairment of vision. 
Treatment is therefore indicated and the taking of risks 
justifiable. The results of x-ray treatment reported in 
the literature indicate an encouraging response to 
treatment. The optimal dose level seems to lie between 
2,000 and 3,000 r. About two-thirds of the patients 
treated at low dose levels improved. Visual symptoms 
seem to improve more readily than headache in response 
to x-ray treatment. Associated diabetes mellitus 
remains unaffected. Sexual function seems to require 
a long time—up to 3 years—to recover. From the 
technical point of view it is suggested that the minimum 
voltage employed should be 200 kV, that multiple, small 
(4 or 5 cm.), accurately beam-directed fields should be 
used, preferably angled downwards in the anterior half 
of the cranium. 

In discussing the relative merits of radon and x rays 
it is pointed out that the employment of radon minimizes 
the amount of radiation of normal tissue. Good 
surgical exposure of the pituitary is absolutely essential. 
The use of two 0-5 mc. seeds placed | cm. apart is recom- 
mended. A relatively slow effect is to be aimed at in 
basophilism. On the other hand, x-ray therapy should 
be tried first in cases of acromegaly. If this is not 
successful, radon-seed implantation should be attempted 
rather than removal of the tumour as the next step. 
This would seem to be the less dangerous and more 
effective procedure since removal is probably never 
complete. A minimum dose of 3,000 r should be 
adequate. J. G. Winternitz 
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1516. The Roentgenographic and Angiocardiographic 
Aspects of (1) Aberrant Insertion of Pulmonary Veins 
Associated with Interatrial Septal Defect and (2) Con- 
genital Arteriovenous Aneurysm of the Lung 

A. GRISHMAN, M. H. Poppet, R. S. Simpson, and M. L. 
SUSSMAN. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.| 62, 500-508, 
Oct., 1949. 12 figs., 22 refs. 


The radiographic appearances and clinical recognition 
of aberrant insertion of pulmonary veins, occurring in 
cases of interatrial septal defect, are described. Diag- 
nosis was established by angiocardiography with serial- 
exposure technique. 

These anomalies can be easily recognized once the 
observer is acquainted with their existence and radio- 
graphic appearance. Apart from angiocardiography, 
catheterization of the vena cava should prove helpful in 
confirming the diagnosis. The fact that oxygen satura- 
tion in right atrial or ventricular blood is higher than 
in the vena cava may, however, be due to the frequently 
associated interatrial septal defect. Association of 
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interatrial septal defect with aberrant insertion of one 
pulmonary vein is compatible with long life. Only in 
extremely rare instances is the abnormal insertion of more 
than one vein into the main tributaries of the right 
atrium compatible with life beyond infancy. The 
commonest associated interatrial septal defect lies above 
and posterior to the fossa ovalis. The frequent associa- 
tion of aberrant and accessory pulmonary arteries and 
veins should be remembered by thoracic surgeons under- 
taking lobectomy for the cure of this anomaly. 
A. Orley 


1517. The Differentiation of Mediastinal Tumour and 
Aneurysm: Value of Angiocardiography 

I. STEINBERG and C. T. Dotter. British Journal of 
Radiology [Brit. J. Radiol.) 22, 567-572, Oct., 1949. 


12 figs., 9 refs. 


The authors discuss the value of angiocardiography, 
particularly in cases of mediastinal tumour and aneurysm, 
and they describe 4 cases investigated in the New York 
Hospital—Cornell Medical Centre. They stress the 
importance of accurate pre-operative diagnosis of media- 
stinal masses, and suggest that the time-honoured 
methods of diagnosis are often inadequate, mentioning 
tumours in which pulsation is transmitted and aneurysms 
which do not pulsate because of the thickness of their 
walls or the presence of clot. In 1948, angiocardio- 
graphic examinations were carried out in 238 cases. 
The apparatus used was simple and consisted of a 
standard stereo cassette changer permitting the taking of 
2 films per injection of opaque medium. 

The 4 lesions described are: (1) A dermoid cyst with 
calcification in the wall, overlapping the heart in all views 
and occupying the anterior mediastinum. It pulsated 
and the diagnosis was rendered still more difficult by the 
finding of a positive Wassermann reaction. (2) A 
non-pulsating aneurysm of the ascending part of the 
aortic arch, which filled with opaque medium during 
angiocardiography. (3) An aneurysm of the descending 
aorta with left lower lobe atelectasis. The shadow of 
this could not be dissociated from that of the heart by 
ordinary radiography. (4) A. subclavian aneurysm. 
Angiocardiography failed to demonstrate this owing to 
the smallness of the orifice which prevented adequate 
concentration of opaque medium. Other syphilitic 
stigmata, however, were found during the same examina- 
tion. The lesion was later opacified by means of 
arteriography. G. A. Stevenson 


1518. Tomographic Studies of the Pulmonary Hila in 
Silicosis. (Rilievi stratigrafici sugli ili polmonari nella 
silicosi) 

E. ZANetTTI and C. DE Ponti. Medicina del Lavoro 
[Med. d. Lavoro] 40, 197-209, Aug.-Sept., 1949. 13 
figs., 24 refs. 


Changes in the hilar shadows, seen in radiographs of 
the lung in cases of silicosis, have been analysed by means 
of tomography. In cases in which the plain radiograph 
shows enlarged hilar shadows, the enlargement of hilar 
and parahilar lymph nodes may be clearly demonstrated 


in the tomograms. Moreover, in cases in which exten- 
sive parenchymatous change and dislocation of the 
hila prevent the hilar shadows from being seen on the 
plain film, the extent of dislocation and of involvement 
of the nodes may be assessed tomographically. The 
authors state that the main bronchial branches are rarely 
stretched or compressed in silicosis and that the degree of 
enlargement of the various groups of hilar lymphatic 
nodes is not related to the degree of the silicotic involve- 
ment of the lung parenchyma. A. Orley 


1519. Roentgen Findings in Acute Friedlinder’s Pneu- 
monia 
B. Fetson, L. S. ROSENBERG, and M. HAMBURGER. 
Radiology |Radiology] 53, 559-565, Oct., 1949. 7 figs., 
9 refs. 

The authors have reviewed the radiographic findings in 
16 cases of acute pneumonia due to Friedlander’s bacillus. 
The disease is usually severe and fulminating in nature 
and, the organism being non-sensitive to penicillin, 
early diagnosis is desirable. Of the cases reviewed 14 
were fatal. The x-ray appearances were compared with 
those in a second group of 33 cases of miscellaneous 
types of pneumonia and in a further 25 cases of pneumo- 
coccal infection of severe type accompanied by bacteri- 
aemia. 

In contrast to the varying density of the shadow cast 
by consolidated areas in other types of pneumonia, the 
consolidation produced by Friedliander’s bacillus gave, 
in every case, a shadow of a density equal to or greater 
than that of the heart shadow. Where the area of 
consolidation abutted upon a fissure the latter was 
bulged outwards into the unaffected lung; this was in 
conformity with the necropsy findings, which showed the 
affected part of the lung to be swollen. Free fluid in the 
pleural space or interlobar fissure was seldom found. 
This bulging, found in 5 out of 8 cases, is considered to 
be a valuable radiographic sign; it was found in only 2 | 
out of 25 cases of other types of pneumonia. Where 
the affected zone in Friedlander’s pneumonia was not 
juxta-pleural, the advancing edge of the consolidation 
was seen in 9 out of 14 cases to be well defined and 
convex, giving rise on one occasion to a mistaken 
diagnosis of tumour. Abscesses appear to form fre- 
quently and to be mainly of the thin-walled type. No 
pure bronchopneumonic form of the disease was 
encountered, complete consolidation having been estab- 
lished by the time of the first x-ray examination. It is 
concluded that the radiological findings in Friedlander’s 
pneumonia are not pathognomonic, but will often suggest 
the diagnosis. A, M. Rackow 


1520. Evaluation of Planigrams in Pulmonary Tuber- 
culosis 
P. MORGENSTERN, C. E. Carr, and W. L. NALLS. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.| 62, 402-417, Sept., 1949. 15 figs., 
7 refs. 

In 300 consecutive sets of planigrams (tomograms) of 
the chest from tuberculous patients the findings were 
correlated with the clinical course of the disease and, 
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in 23 cases, with the appearances in lobectomy or 
pneumonectomy specimens. 

The authors conclude that rigid criteria must be 
applied to the diagnosis of cavitation: (1) The oval or 
annular density surrounding the translucent area must 
be complete and sharply defined. (2) The walls of the 
suspected cavity must be distinguishable from linear 
shadows of vessels, pleura, or ribs in the vicinity. (3) 
Where collapse has been carried out, the site of the 
suspected cavity must relate to that of the original 
cavity. (4) The presence of an identifiable bronchus 
leading into, or just short of, the translucency in a dense 
lung after thoracoplasty is helpful. 

Planigraphy is of limited value in study of small 
multiple caseating foci represented by soft confluent 
nodular opacities. Emphysematous bullae and bronchi- 
ectatic dilatations may be difficult to differentiate from 
true cavities. In no case was cavitation found in an 
area of lung in which infiltration could not be detected 
in the plain radiograph. 

A series of 15 cases representing various types of lesion 
seen are illustrated and described, together with the 
lobectomy findings or deductions based upon the 
subsequent course. A. M. Rackow 


1521. Non-pathologic Variations in Relationship of the 
Upper Cervical Vertebrae 

L. W. Paut and W. W. Moir. American Journal of 
Roentgenology and Radium Therapy (Amer. J. Roentgenol.} 
62, 519-524, Oct., 1949. 3 figs., 5 refs. 


In antero-posterior radiographs of the upper cervical 
spine an apparent lateral shift of the atlas on the axis 
is frequently observed. Out of 25 normal individuals, 
9 showed some degree of lateral asymmetry in this area. 
In some other normal persons a distinct lateral motion 
of the atlas on the axis could be demonstrated on lateral 
flexion of the head or by forceful pressure by an examiner 
against muscular resistance on the part of the subject. 
In the absence of other radiographic evidence, no 
diagnostic significance can be attached to such a finding. 

A. Orley 


1522. Bone Metastasis in Malignant Melanoma 

D. Witner and R. L. BRECKENBRIDGE. American 
Journal of Roentgenology and Radium Therapy {Amer. J. 
Roentgenol.| 62, 388-394, Sept., 1949. 5 figs., 8 refs. 


Metastasis being a significant feature of malignant 
melanoma, the authors consider that bone metastasis 
must be commoner than the literature suggests. They 
found a great variation in the reported incidence, the 
mean being 4:2% in a total of 989 cases. The most 
common lesion is apparently an osteolytic one, rounded 
or oval, with clear-cut edge and little sign of bone reaction. 
The cortex is usually thinned by erosion, but it may be 
expanded. 

The authors reviewed their own series of 83 cases of 
malignant melanoma, in which they found 9 cases of 
metastasis in bone. Five of these cases are described. 
The bone deposits were not widespread. In each 
case the clinical features drew attention to one bony 
region, although in most of the cases there was already 
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evidence of soft-tissue metastases elsewhere. The 
regions affected in the skeleton were skull, lower end of 
femur, maxilla, pelvis, and outer end of clavicle 
respectively, in the cases described. 

The authors conclude that the bone changes are not 
specific in appearance and resemble other osteoclastic 
lesions. [In the plate illustrating a deposit in the lower 
end of the femur there was some sclerosis and periosteal 
reaction, the condition resembling an osteogenic 
sarcoma. ] A. M. Rackow 


1523. Intravenous Urography and the Assessment of 
Malignancy in Bladder Growths. (De Il urographie 
intraveineuse dans l’appréciation de la malignité d’une 
tumeur vésicale) 

R. CouveLairE and M. Lemaire. Journal d’Urologie 
Médicale et Chirurgicale [J. Urol. méd. chir.] 55, 273-274, 
1949. 


Since it is often difficult to determine cystoscopically 
whether a bladder growth is innocent or malignant, a 
special study was made of the urographic appearances 
in such cases. After discussing the cystographic 
aspects, the authors consider the upper urinary tract. 
This was normal in 13 out of 33 cases of malignant 
vesical neoplasm. In the remaining 20, however, 
abnormalities were detected, such as absent or delayed 
secretion, and dilatation of the calices, pelvis, or ureter. 
Thus, in more than 60% of their cases, effects on the 
kidneys or ureters were present when the tumour was 
histologically proved to be malignant. It is claimed 
that intravenous urography provides a means of dif- 
ferentiating between malignant and benign tumours 
of the bladder which, although not always of value, can 
be applied more often, and with a greater degree of 
accuracy, than is generally believed to be the case. 

N. M. Matheson 


1524. X-ray Examination in Cases of Placenta Praevia. 
[In English] 

J. A. Asotins. Acta Obstetricia et Gynecologica 
Scandinavica [Acta obstet. gynec. scand.] 29, 150-160, 
1949. Bibliography. 


Various radiological methods for the diagnosis of 
placenta praevia are discussed and the author reviews a 
series of 189 placentograms, made between 1937 and 
1948 in 172 patients by the indirect method of filling the 
bladder with a contrast medium. Half of them were 
taken in the last month of pregnancy, but a few as early 
as the 6th month. Of 47 cases of placenta praevia a 
correct diagnosis was made in 31, while in 12 others, 
including 10 where the presentation was not a vertex, a 
definite diagnosis could not be made. Low implantation 
of the placenta is treated separately, and in this group of 
26 cases the diagnosis was correct 14 times and, though 
uncertain in 11 cases and impossible in one, was never 
wrong. Premature separation of a normally situated 
placenta was never correctly diagnosed, but in 18 out of 
23 such cases placenta praevia was ruled out. There 
were 76 cases of slight bleeding for no apparent reason; 
in 2 of these placenta praevia was wrongly diagnosed. 

Doreen Daley 


Pathology 


1525. Effect of Prolonged Intravenous Administration of 
Dextrose on Beta Cells of Islets of Langerhans 
S. S. BaRRON and D. State. Archives of Pathology 
[Arch. Path.] 48, 297-304, Oct., 1949. 8 refs. 


“Polythene tubes were introduced through the 
internal saphenous vein of 6 dogs up into the inferior 
vena cava, the sciatic and femoral nerves on this side 
having been divided. These tubes were connected to a 
reservoir Outside the cage, and thus a continuous intra- 
venous flow of 5°% dextrose was maintained in dogs which 
could move freely round their cages and enjoy unlimited 
food and drink during the experiment. Transfusions 
lasted for from 4 to 9 days. From 50 to 700 g. of dex- 
trose was given per day, to a total of from 425 to 
2,250 g. 

All the dogs were apparently well for the first 2 days 
and then developed increasing lassitude and anorexia 
and died. The cause of death varied. Necropsy 
findings were not uniform. In the dog which received 
the most intense administration of dextrose the pancreas 
was definitely congested, though in the other cases there 
was no macroscopic abnormality. The first dog had 
had haemorrhagic necrosis of the pancreatic islets, but 
in all the animals Gomori’s technique revealed a complete 
degranulation of all the 8 cells in every islet examined. 

Soon after injection began the blood sugar level rose 
considerably, but rapidly returned to normal and 
remained so for 3 to 7 days. After this it rose and 
remained high until the death of the animal. Various 
other investigations were made of the blood chemistry 
during the Ses but without significant results. 

Peter Harvey 


1526. The Physiology and Pathology of Carbohydrate 
Metabolism. (Beitrige zur Physiologie und Pathologie 
des Kohlehydratstoffwechsels) 

A. BERINGER. Wiener Zeitschrift fiir: Innere Medizin 
[Wien. Z. inn. Med.} 30, 222-232, June, 1949. 5 figs., 
19 refs. 


It is claimed that confirmation has been obtained of 
earlier indications that there is normally in rabbits and 
other animals a diurnal rhythm in the liver whereby 
glycogen is alternately taken up and released—processes 
of so-called assimilation and dissimilation. The mean 
liver glycogen content in rats killed 2 hours after a 
carbohydrate-rich meal following a 24-hour fast was 
higher in a group killed at 4 p.m. than in similar experi- 
ments terminating at2 a.m. There was, however, a wide 
overlap of individual results. Similarly, in rats fasted 
for 24 hours a lower mean liver glycogen content was 
found in those killed at 4 a.m. (13-1 mg. per 100 g. body 
weight) than in those killed at 7 a.m. (21-4 mg. per 
100 g.). Attempts were made to determine whether 
such a rhythm of alternate assimilation and dissimilation 
occurred in the human subject. A daily rhythm has been 
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observed in the blood sugar level of human diabetics 
and it seemed possible that this rhythm could be corre- 
lated with changes in liver glycogen content. 

In severe diabetics who were given glucose or adren- 
aline, an immediate rise in blood sugar level was followed 
by a fall for the next 12 hours and then a rise to levels 
higher than those found when no adrenaline or glucose 
had been given. This is interpreted as showing that 
greater glycogen storage in the liver during the day was 
followed by a greater outpouring of glycogen during 
the subsequent night. Differences between capillary and 
venous blood sugar levels suggested a daily rhythm of 
variation in peripheral sugar uptake. To relate these 
rhythmic changes more directly to liver glycogen, the 
author showed by puncture of his own liver that after 
24 hours’ fast a standard meal led in 3 hours to a higher 
liver glycogen level at 4 p.m. than at 7 p.m. In col- 
leagues, the liver glycogen content after a 24-hour fast 
period was very small. In diabetics it was shown that 
when the blood ketone concentration rose after 24 hours’ 
starvation, the liver still contained glycogen in amounts 
even greater than in normal subjects after a similar fast. 
In one severe diabetic, in whom the blood sugar level 
was kept normal by means of insulin, the liver was 
found to be poor in glycogen. After 24 hours without 
food or insulin, the blood ketone and blood sugar levels 
rose and a second liver biopsy at the same time of day 
showed plenty of glycogen to be present. The level of 
liver glycogen (as estimated with Best’s carmine stain in 
biopsy sections) bore no relation to the degree of rise in 
blood ketone level. 

[It is difficult to assess this paper. Details are inade- 
quate to judge the significance of the few figures given, 
on the basis of which so many phenomena are discussed.} 

C. L. Cope 


1527. Experimental Vascular Diseases Due to Desoxy- 


corticosterone Acetate and Anterior Pituitary Extract. 


I. Comparison of Functional Changes 

G. M. C. Masson, A. C. Corcoran, and I. H. Pace. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 34, 1416-1426, Oct., 1949. 3 figs., 32 refs. 


Desoxycorticosterone acetate (DOCA) and anterior 
pituitary preparation (APP) were tested in unilaterally 
nephrectomized female rats fed a high protein and a 
high sodium diet. DOCA (2-5 mg. a day) elicited 
hypertension in all animals; APP had this effect in only 
a relatively small proportion of animals tested. Com- 
bined treatment with DOCA and APP had no more 
effect on blood pressure than DOCA alone; rather, the 
animals rapidly sickened and died. DOCA caused 
severe diuresis, while control and APP-treated groups 
showed only a slight increase in urine formation at the 
beginning of the experiment. In rats treated with crude 
APP there is an association between hypertension and 
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increased adrenal weights. But these large adrenals are 
often hemorrhagic or necrotic. The relationship of 
adrenal weight to blood pressure disappears when 
animals are treated with a partially purified APP extract. 
The hypothesis that APP hypertension in rats depends on 
hypersecretion of DOCA-like compounds thus appears 
unlikely.—[Authors’ summary.] 


1528. Phase-contrast Methods for the Examination of 
Human Hair. (Das Phasenkontrastverfahren zur Unter- 
suchung menschlicher Haare) 

G. E. Voict. Zentralblatt fiir Allgemeine Pathologie 
und Pathologische Anatomie [Zbl. allg. Path. path. Anat.| 
85, 369-371, Oct. 14, 1949. 2 figs., 9 refs. 


Microscopical examination of the human hair cuticle 
is of great importance in forensic medicine because this 
portion of the hair is most readily damaged. A simple 
direct method of study by means of phase-contrast 
microscopy is described. The dry hair or the hair 
embedded in glycerin is used. An excellent method of 
observing the distribution of pigmentation of the hair by 
first removing fat with ether, then embedding in glycerin 
or brombenzol—Canada-balsam and examining by 
phrase-contrast is described. A. W. Jakubski 


1529. Phase-contrast Methods in Morbid Histology. 
(Das Phasenkontrastverfahren in der pathologischen 
Histologie) 

H. Srerinc. Zentralblatt fiir Allgemeine Pathologie 
und Pathologische Anatomie [Zbl. allg. Path. path. Anat.} 
85, 371-377, Oct. 14, 1949. 3 figs., 5 refs. 


This is a report from the University of Jena on the 
value of phase-contrast microscopy of frozen sections. 
Sections of 11 tumours taken at random were studied by 
the normal haematoxylin and eosin method and by the 
phase-contrast method. With the latter technique cell 
bodies were more sharply defined and the fibrous stroma 
was more clearly seen. In one case haemosiderin deposits 
were plainly visible. The method was particularly 
valuable for identification of atypical cells, and for study 
of degeneration of nerve fibres. A. W. Jakubski 


1530. Limitations and Merits of a Single Serum Sample. 


Analysis in the Differential Diagnosis of Jaundice 

F. W. Horrsauer, E. D. RAmes, and J. K. MEINERT. 
Journal of Laboratory and Clinical Medicine {J. Lab. 
clin. Med.| 34, 1259-1278, Sept., 1949. 5 figs., 30 refs. 


The 147 cases of jaundice studied by the authors were 
made up of 77 cases of extrahepatic biliary obstruction 
(carcinoma, 28; common duct calculus, 39; stricture of 
bile ducts, 10) and 70 cases of parenchymatous liver 
disease (cirrhosis, 26; virus hepatitis, 31; miscellaneous, 
13). In each case the concentration of the immediate 
direct reacting component of the serum bilirubin was 
greater than 0-4 mg. and that of the total serum bilirubin 
greater than 2 mg. per 100 ml. In all cases except those 
of virus hepatitis the diagnosis was confirmed by opera- 
tion, necropsy, or biopsy. The following determinations 
‘were made on a single sample of serum taken from the 
fasting patient: bilirubin content, total and esterified 


cholesterol content, alkaline phosphatase content, thymol- 
turbidity test (Maclagan), and cephalin—cholesterol 
flocculation test. 

The serum bilirubin concentration showed no consistent 
pattern when considered in relation to the duration of 
jaundice. The total serum cholesterol content was below 
225 mg. per 100 mi. in 20 of the 77 cases of extra- 
hepatic biliary obstruction, and the esters constituted 
less than 50% of the total in 34 cases in this group. The 
ester fraction was also below 50% of the total in 21 of the 
28 cases in the carcinoma group. The serum cholesterol 
level was higher than 225 mg. per 100 ml. in 22 of the 70 
cases of parenchymal liver disease. The results in the 
cases of hepatitis included in this group were more 
homogeneous, but even so the serum cholesterol level was 
greater than 225 mg. per 100 ml. in 11 out of 31 cases 
and the ester fraction constituted more than half of the 
total serum cholesterol in 9 of the 11. The serum 
alkaline phosphatase estimations gave unexpected 
results in 43 cases. Thus in 16 of the 77 cases of obstruc- 
tive jaundice the value obtained was less than 10 units 
(Bodansky), and in 26 of the 70 cases of parenchymatous 
liver disease the value obtained was greater than 10 
units. The cephalin-cholesterol flocculation test gave a 
positive result in 4 of the cases of obstructive jaundice and 
a negative result in 24 of the cases of parenchymatous 
liver disease. The thymol-turbidity test gave a posi- 
tive result (over 4 units) in 4 cases of carcinoma, in 
one of calculus, and one of stricture. Of the 70 cases 
of parenchymatous liver disease the result was negative 
in 24. 

The authors conclude by pointing out that the results 
of the tests in extrahepatic jaundice were fairly uniform, 
deviation from the anticipated results in 2 or more of the 
tests occurring in only 10 cases. In the case of jaundice 
due to parenchymatous liver disease, however, the results 
were variable, and while adequate for diagnosis where 
severe parenchymatous damage predominated, resembled 
those obtained in extrahepatic biliary obstruction in a 
significantly large number of cases, in which dysfunction 
of the bile ducts apparently predominated. 

R. B. Lucas 


1531. Blood Coagulation in Leucemia and Poly- 
cythemia; Value of the Heparin Clotting Time and Clot 
Retraction Rate 

R. L. ROSENTHAL. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 34, 1321-1335, Oct., 1949. 
5 figs., 24 refs. 


In 64 normal subjects, 45 patients with polycythaemia 
vera, 28 with leukaemia, and 16 with other diseases, 
measurements were made of clot-retraction rate (by an 
electrical method), clotting time, clotting time of blood 
to which 0-004 mg. heparin per ml. had been added, and 
the clotting time of recalcified plasma to which toluidine 
blue had been added. Clot-retraction rate was reduced 
in half the cases of leukaemia, and in these cases the 
platelet count was reduced: it was increased in those 
patients with polycythaemia vera in whom the haemato- 
crit value and platelet count were raised. The heparin 
clotting time was increased in half the cases of leukaemia; 
in polycythaemia, if the haematocrit value was raised, the 
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clotting time was prolonged in proportion to the raised 
heparin concentration in the plasma; in only a quarter of 
the cases was it increased when correction had been made 
for changes in haematocrit value. 

The heparin clotting time was closely related to 
thrombocytopenia, impaired clot retraction, and haemor- 
rhagic states in leukaemia. In polycythaemia, with high 
haematocrit value and platelet count, clot retraction was 
rapid, and many cells were extruded from the clot. 

G. Discombe 


1532. The State of Component A (Prothrombin) in 
Human Blood; Evidence that it is Partly Free and Partly 
in an Inactive or Precursor Form 

A. J. Quick and M. STEFANINI. Journal of Laboratory 
and Clinical Medicine {J. Lab. clin. Med.] 34, 1203-1215, 
Sept., 1949. 1 fig., 38 refs. 


Since the terminology of the prothrombin factors has 
become increasingly complex, the authors define the 
principal terms employed. The labile factor is a con- 
stituent of both plasma and serum which is inactivated 
by heating to 58° C. and is diminished in stored plasma 
by oxidation. Little, if any, of this factor is adsorbed by 
the amount of tricalcium phosphate which completely 
removes component A. It is not reduced either in di- 
coumarol poisoning or in vitamin-K deficiency. Com- 
ponent A of prothrombin probably corresponds to the 
classical prothrombin. It is inactivated at 58° C., but 
does not diminish during storage. It is completely 
adsorbed by tricalcium phosphate and can be quantita- 
tively recovered by elution with sodium citrate solution. 
It is diminished in dicoumarol poisoning and in vitamin-K 
deficiency. 

Component A was removed from a series of specimens 
of dog and rabbit plasma (which contain considerably 
more labile factor than does human plasma) and of 
stored human plasma (which contains very little). 
These were then used to test the prothrombin activity of 
eluates from dog and human plasma. It was found that 
when the concentration of labile factor was low the 
prothrombin time was prolonged, and that as the labile 
factor concentration was increased the prothrombin 
time decreased and reached a fixed minimum value. To 
show that component A in blood exists partly free and 
partly in an inactive state, blood was obtained from 
a normal subject and received into a silicone-coated 
syringe chilled in an ice bath. After centrifugation in 
cold silicone-coated tubes part of the plasma was put in 


“ pyrex ”’ test-tubes and the remainder in silicone-coated ° 


tubes. All were then stored in the refrigerator for 24 
hours. The prothrombin time of the fresh plasma was 
normal and was not increased by the addition of calcium- 
phosphate-treated rabbit plasma, which is rich in labile 
factor. After 24 hours, however, the plasma in the 
silicone-coated tubes lost labile factor, while component 
A remained unchanged. The prothrombin time of the 
eluate of this plasma was 12 seconds. By contrast, the 
prothrombin time of the plasma stored in glass fell from 
13 seconds to 8 seconds when rabbit calcium-phosphate 
plasma was added. The prothrombin time of the 
eluate from this plasma was 7 seconds. These results are 


explained by postulating that component A exists partly 
in a free form (which is responsible for the prothrombin 
time of fresh plasma) and partly in an inactive state which 
becomes activated by storing in contact with a rough 
surface such as that of glass. The prothrombin time of 
plasma from a haemophilic subject became progressively 
shorter during one hour when plasma was stored in glass 
tubes, but remained unchanged in _silicone-coated 
tubes. It is therefore postulated that haemophilic 
plasma contains a normal concentration of both free 
and inactive component A. Since part of the plasma 
was obtained by high-speed centrifugation and part by 
low, it appears that the platelets played no direct part. 
Another experiment on plasma which was poor in plate- 
lets showed that on storage in glass containers the 
prothrombin time decreased considerably. It was 
thought that in this case thromboplastinogen was 
activated by a platelet enzyme. 

Preliminary experiments on the effect of denned on 
the two forms of component A indicated that the con- 
centration of both was reduced. Studies on blood from 
cases of congenital hypoprothrombinaemia showed that 
in one type there is a true deficiency of both free and total 
component A, while iri another type of case (which is 
the more common and in which the condition is heredi- 
tary) the total concentration of component A is normal 
but the amount of free component A is diminished. 

R. B. Lucas 


1533. Plasma Viscosity 

J. S. Lawrence. Annals of the Rheumatic Diseases 
[Ann. rheum. Dis.] 8, 209-216, diecast 1949. 6 figs., 
8 refs. 


1534. Serum Proteins. A Review 

J. R. Marrack and H. Hocu. Journal of Clinical 
Pathology [J. clin. Path.] 2, 161-192, Aug., 1949. 5 figs., 
bibliography. 


1535. Determination of para-Aminosalicylic Acid Blood 
Levels 

B. J. Witson and B. W. ARMSTRONG. American 
Journal of Clinical Pathology [Amer. J. clin. Path.) 19, 
886-890, Sept., 1949. 2 figs., 17 refs. 


1536. Complement Fixation Technique. Estimation of 
Complement Doses 

I. N. O. Price. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 3, 157-158, Sept., 1949. 1 fig., 
1 ref. 


1537. Electrophoretic, Nitrogen and Lipide Analyses of 
Plasma and Plasma Fractions of Healthy Young Men 

H. R. PEARSALL and A. CHANUTIN. American Journal 
of Medicine [Amer. J. Med.] 7, 297-300, Sept., 1949. 
5 figs., 6 refs. 


1538. Electrophoretic, Nitrogen and Lipide Analyses of 
Plasma and Plasma Fractions in Disease 

H. R. PEARSALL and A. CHANUTIN. American Journal of 
Medicine [Amer. J. Med.] 7, 301-309, Sept., 1949. 
10 figs., 9 refs. 
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1539. Incidence of Staph. aureus in the Anterior Nares 
of Healthy Children 

A. C. Cuniirre. Lancet [Lancet] 2, 411-414, Sept. 3, 
1949. 1 fig., 16 refs. 


A survey was made of the incidence of Staphylococcus 
aureus in the anterior nares in a series of over 400 
children aged from 1 day to 15 years. In the first group 
(198 babies of 1 hour to 2 weeks of age, born in the 
maternity unit of a general hospital) it was found that 
the incidence of Staph. aureus in the anterior nares rose 
rapidly from about 8% in babies of one day to nearly 
100% in babies of 2 weeks of age. In the second group 
(89 infants of 3 weeks to 6 months of age, mostly those 
attending an infant welfare clinic) there was a fall in the 
incidence from 90% at 2 to 4 weeks to just under 40% at 
4 to 6 months. In a group of 245 children between 
6 months and 15 years old—figures being obtained from 
three sources: hospital admissions, an infant welfare 
clinic, and a residential school—the pooled carrier rate 
showed a gradual rise from 23% at 6 to 12 months to 
about 60% at 10 to 15 years. There was some indication 
from a small series that among babies born at home the 
carrier rate was lower than in those born in hospital. The 
relation between the staphylococcal carrier rate and the 
blood antitoxin level is discussed, but no significant 
conclusions can be drawn. H. J. Bensted 


1540. Inhibition of the Growth of Staphylococcus 
aureus by Human Semen 

R. Rozansky, J. GUREVITCH, A. BRZEZINSKY, and B. 
EcKERLING. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 34, 1526-1529, Nov., 1949. 3 refs. 


1541. 
Serums of the Hyaluronidase Produced by a Strain of 
Hemolytic Streptococcus 

G. J. Friou. Journal of Infectious Diseases [J. infect. 
Dis.] 84, 240-251, May-June, 1949. 3 figs., 23 refs. 


Sera from 50 cases of scarlet fever were examined for 
neutralizing activity (mucin-clot prevention test) against 
the hyaluronidase of Streptococcus pyogenes group A 
type 4. The anti-hyaluronidase- activity decreased 
during the course of the disease in 9 cases, was unchanged 
in 2, and increased by at least 70°%% in the remainder. 
The increase in inhibitory activity appeared to be corre- 
lated with the more specific serological tests for Strep. 
pyogenes, such as production of anti-streptokinase 
and anti-streptolysin O. In the majority of cases the 
increase in titre of the inhibitor occurred within 2 to 4 
weeks of the onset of illness, but no significant difference 
could be found between titres in sera from patients 
subsequently developing rheumatic fever and sera from 
patients recovering uneventfully. Examination of the 
specificity of the inhibition showed that neither bull testis 
hyaluronidase nor the enzymes from group C and G 


Further Observations of an Inhibitor in Human > 


streptococci were neutralized to more than a slight extent. 
These findings, together with the fact that inhibitory 
activity is concentrated in the y-globulin fraction of 
pooled human serum, suggest that the inhibitor is a 
specific antibody. J. F. McCrea 


1542. The Slow Recovery of Bacteria from the Toxic 
Effects of Penicillin 

H. EAGie and A. D. MusseLMAN. Journal of Bacteri- 
ology [J. Bact.) 58, 475-490, Oct., 1949. 5 figs., 7 refs. 


The authors, working under the auspices of the U.S. 


Public Health Service at the National Institutes of , 


Health, Bethesda, Maryland, have ascertained that the 
sublethal bacteriostatic effect of penicillin is not peculiar 
to the staphylococci but may be observed with every 
bacterial series they have studied so far. These include 
B-haemolytic streptococci of groups A and B, «-haemo- 
lytic streptococci, Streptococcus faecalis, Diplococcus 
pneumoniae, Staphylococcus aureus, and Staph. albus. 
Under favourable conditions of growth, the toxic 
effect of penicillin was bacteriostatic for a period pre- 
ceding death in a significant proportion of the organisms, 
the recovery of which on removing the penicillin with 
pencillinase required a similarly favourable environment. 
The time taken for the sublethal toxic effects manifested 
varied with penicillin concentration and was correlated 
with the rate at which the drug subsequently killed the 
organisms (with some quickly-killed strains the initial 
bacteriostatic effect was apparent within 5 minutes). 
There was no demonstrable correlation between sensitivity 
and the rate at which the toxic effects appeared, but the 
time of recovery and resumption of multiplication 
increased with time of exposure, varying between 3 and 
8 hours. Malcolm Woodbine 


1543. Incidence of Penicillin-resistant and Streptomycin- 
resistant Staphylococci in a Hospital 
P. M. Rountree and E, F. THO™SsON. 
501-504, Sept. 17, 1949. 9 refs. 


The first part of this paper records a study of 228 
strains of Staphylococcus pyogenes isolated from 196 
patients attending the Royal Prince Alfred Hospital, 
Sydney, Australia, over a period of 6 months. Single 
colonies were picked from culture plates and tested for 
coagulase by the slide method. Coagulase-positive 
strains were tested for sensitivity to penicillin and 
streptomycin, and phage-typed. Sensitivity tests were 
done by streaking colonies on to blood-agar plates in the 
centre of which had been placed sterile disks of filter 
paper to which were added 20 units of penicillin or 2 mg. 
of streptomycin; a control culture of a sensitive strain 
was included on every plate. Of the 228 strains tested 
107 coming from 104 patients were penicillin-sensitive 
and 121 coming from 92 patients were penicillin-resistant. 
Thus 53° of the strains tested were penicillin-resistant, 
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and these strains came from 47% of the patients. Phage- 
typing showed that 75% of the resistant strains belonged 
to 5 phage-types (4 of which are closely related), whereas 
no spredominant phage-types were found among the 
penicillin-sensitive strains. Analysis of the case records 
revealed that only 12 patients were certainly suffering 
from primary infection with penicillin-resistant staphylo- 
cocci. As 4 of these were members of the hospital staff, 
there were only 8 cases in which infection occurred 
outside the hospital community. In 4 cases the authors 
considered that conversion to penicillin resistance 
occurred during treatment, but as single colonies only 
were tested on each occasion this is not certain. As 
many as 54 of the cases in which penicillin-resistant 
strains were found were regarded as being due to hospital 
cross-infection, and in 31 of these a single phage-type was 
responsible. It is interesting that 44 of these were cases 
of infection of clean surgical wounds, whereas only 12 
cases of such infection were found with penicillin- 
sensitive strains. Streptomycin-resistant strains were 
isolated only from 7 patients, and in 6 the resistant strain 
appeared only after streptomycin therapy. 

In the second part of the investigation nasal swabs 
from 200 members of the hospital staff (187 nurses and 
13 doctors) and 200 blood donors were examined. The 
carrier rate for Staph. pyogenes was about the same in 
each group, being 53% in the hospital staff and 45% in 
the blood donors. When, however, the strains were 
tested for penicillin resistance it was found that 32% of 
the hospital staff (61% of the carriers among the staff) 
yielded penicillin-resistant strains, compared with 4% 
of the blood donors. Phage-typing of these organisms 
showed that the penicillin-sensitive strains belonged to 
many types, whereas the resistant organisms isolated 
from the hospital staff corresponded closely with those 
isolated from patients. Mary Barber 


1544. Candida in Sputum of Patients with Tuberculosis. 
[In English] 

V. M. SCHWARTING and C. E. SKINNER. Mycopath- 
ologia [Mycopathologia, Amst. 4, 349-355, 1949. 8 refs. 


Fresh samples of sputum from patients with pulmonary 
tuberculosis were cultured on glucose-tartaric-acid— 
beef-peptone agar at pH 3-8. After isolation, cultures 
were stabbed in beef-peptone gelatin to exclude non- 
mycelial yeasts. Of 500 sputa 107 contained yeasts, of 
which 8 were found to be non-mycelial, the remaining 99 
being of the genus Candida. This gives an incidence of 
20%,. Out of the 99 cultures of Candida, 67 were 
selected at random and studied in greater detail. A yeast 
which produced mycelium, blastospores, and terminal 
chlamydospores when cultured on corn-meal agar, and 
fermented glucose, galactose, and maltose with produc- 
tion of gas, sucrose with production of acid only or 
occasionally a bubble of gas, and lactose not at all, was 
considered to be typical C. albicans. It was estimated 
that 17% of all the samples examined contained C. 
albicans. The incidence of Candida in relation to the 
form and extent of the pulmonary tuberculosis, with 
Particular reference to the presence or absence of cavita- 
tion, was examined statistically. The result was rather 
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surprising, as Candida did not occur more frequently in 
advanced cases with cavitation than in less advanced 
cases without cavitation, a finding which is contrary to 
generally held opinion. The view that malnutrition and 
debilitating disease predispose to moniliasis may have 
to be reconsidered. E. Nassau 


1545. Electron Microscopy of Typhus Rickettsiae 

C. E. VAN Rooyen and G. D. Scott. Canadian Journal 
of Research. E. Medical Sciences [Canad. J. Res.] 27, 
250-253, Oct., 1949. 6 figs., 5 refs. 


1546. The Role of Complement in the Lysis of Leuco- 
cytes by Tuberculo-protein 

J. M. Mirier, J. H. VAUGHAN, and C. B. FAvour 
Proceedings of the Society for Experimental Biology 
and Medicine [Proc. Soc. exp. Biol., N.Y.] 71, 592-597, 
Aug., 1949. 21 refs. 


Washed leucocytes from tuberculin-negative donors 
undergo significant cytolysis when incubated for one 
hour at 37° C. with old tuberculin and fresh plasma from 
a tuberculin-positive donor; removal of complement 
from the plasma by absorption with either pneumococcus 
type III polysaccharide and rabbit anti-type III poly- 
saccharide antiserum or crystalline bovine albumin and 
rabbit anti-bovine-albumin antiserum completely pre- 
vents cytolysis. Plasma from tuberculin-negative per- 
sons has no effect on leucocytes treated with tuberculin 
whether complement is present or not. C. L. Oakley 


1547. The Provocation of Leukergy by Tuberculin as a 
Test of Tuberculosis Activity. (Prowikacja leukergii za 
pomoca tuberkuliny jako proba na gruZzlice czynna) 
L. Freck, J. PiLatakis, and D. BorecKka. Polski 
Tygodnik Lekarski [Polsk. Tyg. lek.] 4, 1177-1181, Oct. 3, 
1949. 14 refs. 


The authors give details of the theoretical basis of 
the leukergy phenomenon and its manifestations in 
various pathological and experimental conditions. They 
attempted to find out the relation between the doses of 
antigen required for the production of leukergy in 
healthy and in allergic experimental animals. 

Preliminary experiments carried out on 2 guinea-pigs, 
previously infected with tubercle bacilli, proved of 
interest. In these animals intradermal injection of 0-2 
ml. of old tuberculin (diluted 1 in 10) produced marked 
leukergy whereas in non-inoculated controls the result 
was negative. However, because non-inoculated animals 
did sometimes show leukergy, possibly because of 
widespread intercurrent infection among them, the use of 
guinea-pigs was abandoned. Further experiments were 
made on rabbits; only animals infected with tubercle 
bacilli showed increased leukergy and a skin reaction after 
intradermal injection of 0-1 to 0-2 ml. of 1 in 10 old 
tuberculin. Of 5 infected animals 3 showed both 
leukergy (in 48 to 72 hours after injection of tuberculin 
and lasting for 2 to 3 days) and a positive skin reaction, 
but in the other 2 rabbits only a skin reaction developed. 

The effect of injection of tuberculin into infected 
animals depends probably on the type of specific lesion 
produced by the infection. In animals with localized 
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lesions without tendency to spread, leukergy is not 
induced by means of tuberculin injections, but a positive 
reaction is obtained when tuberculosis is generalized. 

In patients with skin tuberculosis the authors found 
similar results. In 14 patients with lupus vulgaris a 
positive leukergy reaction appeared after injection of 
0-1 to 0-2 ml. of 1 in 10,000 old tuberculin, but not in 
controls. No correlation between the skin reaction and 
leukergy was observed. These last experiments, as well 
as those on rabbits, led the authors to the conclusion that 
not the local skin reaction produced by the injection of 
tuberculin, but the focal reaction in the existing tuber- 
culous lesions, was responsible for the leukergy 
phenomenon. J. W. Czekalowski 


1548. The Celiular Transfer of Cutaneous Hyper- 
sensitivity to Tuberculin in Man 

H. S. LAwreNce. Proceedings of the Society for Experi- 
mental Biology and Medicine {Proc. Soc. exp. Biol., N.Y.} 
71, 516-523, Aug., 1949. 3 figs., 3 refs. 


Tuberculin-negative persons receiving intradermal 
injections of leucocytes derived from venous blood of 
tuberculin-positive donors may after 18, 24, or 48 hours 
show local sensitivity to old tuberculin or purified 
protein derivative, and may after repeated injection of 
such leucocytes show tuberculin sensitivity, not only in 
the injection area, but in skin sites remote from it. The 
degree of tuberculin sensitivity induced seems to depend 
on the volume of packed leucocytes injected and on the 
degree of tuberculin sensitivity of the donor; the induced 
sensitivity is transient, lasting from 4 days to 3 months, 
and can be re-induced. Tuberculin-negative persons 
who have received intradermal injections of leucocytes 
from tuberculin-negative donors, or of erythrocytes 
from tuberculin-positive or tuberculin-negative donors, 
do not develop tuberculin sensitivity. 

The technique of obtaining packed leucocytes consists 
of adding 10 ml. venous blood to 0-4 ml. 0-1% heparin 
in a sterile potato tube, adding 1 ml. sterile Seitz-filtered 
bovine fibrinogen (fraction I), and incubating in conical 
centrifuge tubes at 37°C. for one hour. The super- 
natant is drawn off and centrifuged in capillary-tipped 
centrifuge tubes for one hour at 3,000 revolutions per 
minute, washed several times with final suspending fluid, 
and suspended in Tyrode solution or recipient’s serum. 

C. L. Oakley 


1549. Quantitative Studies on Induction of Active 
Immunity to Smooth, V Form Salmonella typhosa. A 
Comparison of Antigenicity of Heat-killed and Formalin- 
killed Bacterial Suspensions 

J. K. SpitzNaGeL and R. Y. TRAINER. Journal of 
Immunology [J. Immunol.] 62, 229-235, June, 1949. 
10 refs. 


Salmonella typhi 42-A-58, a highly virulent, smooth, 
flagellated, V form was grown for 18 hours at 37°5° C. 
on agar containing 0-3% “* bacto-beef-extract ’’ and 0:5% 
** bactopeptone ’’, and the growth harvested by washing 
off with sterile 0-85% saline at pH 7:2. The bulked 
washings were divided into two, one of which was 
treated with formalin (0-1% formalin by volume) and 
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the other heated at 58°C. for 14 hours, after which 
formalin was added to it to a final concentration of 
0-1% by volume. The vaccines so obtained were proved 
sterile and then diluted in 0-85% sterile saline, pH 7:2, to 
give a count of 12 10’ organisms per ml., verified by 
direct count. The formalinized vaccine was not agglu. 
tinated by anti-O sera: the heated vaccine gave heavy 0 
agglutination. The formalinized vaccine was agglutin. 
ated by anti-Vi sera at a dilution of 1 in 1,280, while 
the heated vaccine required a dilution of 1 in 80. 
Female albino Swiss mice weighing between 14 and 
16 g. were divided into equal groups at random and the 
members of the group injected intraperitoneally with 
the same graded dose of vaccine, varied suitably between 
the groups. Seven days later the groups received a 
challenge dose of either 300, 1,000, or 3,000 living 
organisms, each experiment being repeated once. The 
proportion of mice surviving 3 days was converted to 
probits, and the resultant figures were examined by the 
analysis of variance. This showed that both vaccines 
conferred protection, but that the increase in probit 
value of survivors with immunizing dose of vaccine 
was significantly greater for the heated than for the 
formalinized vaccine, suggesting that the mechanism 
of immunization is different for the two vaccines. As 
estimated from the quantity of vaccine required to save 
50% of the mice from death, the formalinized vaccine 
was about 8 times more potent than the heated vaccine. 
Variations in the challenge dose had little effect on the 
mortality, whatever the dose or nature of the vaccine. 
C. L. Oakley 


1550. Centrifugal Agglutination for Diagnosis 
D. C. KATUGAMPOLA. Indian Medical Gazette [Indian 
med. Gaz.} 84, 190-192, May, 1949. 6 refs. 


Serum-antigen mixtures were set up according to the 
standard technique of Dreyer’s agglutination test for 
typhoid fever and the tubes were then centrifuged at 
1,000 r.p.m. for 7 minutes [the radius of rotation is not 
stated]. The titre of H-agglutination was read im- 
mediately, and the O-agglutination titres after placing 
the centrifuged tubes in a water bath at 55°C. for 30 
minutes. This procedure was carried out on 338 serum 
specimens, which were also titrated in parallel by the 
standard method. Essentially similar results were 
obtained by the two methods; the same H-agglutination 
titre was recorded in 83-5% of instances, and the same 
O-agglutination titre in 87-2%. The centrifugal method 
has the advantage that the results are available within 
one hour. D. J. Bauer 


1551. Sonic-vibrated Leptospirae as Antigens in the 
Complement Fixation Test for the Diagnosis of Lepto- 
Spirosis 

R. RANDALL, P. W. Wetmore, and A. R. WARNER. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.] 34, 1411-1415, Oct., 1949. 8 refs. 


1552. Diagnostic Tests for Toxoplasmosis 
F. H. Apams, P. KABLER, M. Cooney, and J. M. ADAMS. 
Pediatrics [Pediatrics] 4, 490-497, Oct., 1949. 14 refs. 
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1553. Incidence of Cross-infection in Children’s Wards 
A. G. WATKINS and E. Lewis-FANING. British Medical 
Journal (Brit. med. J.] 2, 616-619, Sept. 17, 1949. 


This paper represents the results of a wide investigation 
initiated by the British Paediatric Association into the 
incidence of cross-infection in children’s wards of 
general hospitals and in children’s hospitals. The 
definition of “* cross-infection ’’ used was a clinical one, 
namely, any infection arising during the course of another 
illness for which the patient had originally been admitted 
to hospital. Data analysed were obtained from 14 
hospitals over an 11-month period. 

The over-all incidence of cross-infection in 9,619 
admissions was 7:1%. Upper respiratory infections 
were most common, accounting for 37-8% of all cases, 
followed by the acute specific fevers which accounted for 
22:8% and gastro-enteritis, 20-8%. 

The effect of cross-infection on morbidity and mortality 
is shown by the following figures: (1) The average 
increase in length of stay in hospital attributed to cross- 
infection was 12 days, an important economic point. 
(2) In 41 cases cross-infection was considered to have 
contributed at least in part to the death of the patient 
(7% of patients who contracted cross-infection died of it). 

The most common lethal cross-infections were gastro- 
enteritis and pneumonia. The special dangers attaching 
to the admission to hospital of small babies is illustrated 
by the fact that 34 out of the 41 fatal cases of cross- 
infection occurred in children under the age of 2 years. 

In order to compare the incidence of cross-infection 
in the various wards and hospitals a standard cross- 
infection rate was calculated for all the wards combined. 
The rate is expressed as the cross-infection rate per 1,000 
exposures for each “* ward-age ’’, that is, the number of 
days after entry to the ward. The standard rate rose 
from 3 per 1,000 in the first 4 days after entry to 4-9 per 
1,000 on the 20th to 24th days, then fell to 3-5 per 1,000 
for days 55 to 59 and subsequently rose to 6-8 per 1,000 
for days 85 to 89. 

An index, called the “* standard cross-infection ratio ’’, 
was then calculated as the percentage ratio of the number 
of cases of cross-infection actually occurring to those 
expected (from the standard cross-infection rate) in the 
same period. The various wards are grouped as having 
a“ high moderate ’’, or “ low”’ incidence of cross- 
infection when cross-infection ratios were over 140, 
between 60 and 140, or below 60. In 9 wards the inci- 
dence was high, in 8 moderate, and in 9 low. Great 
variations were found even in wards in the same hospital. 
Statistical confirmation of the well-known danger of 
cross-infection in babies’ wards was obtained, but no 
Statistically significant figures were found to correlate 
infection with such things as the type of case admitted, 
design of cubicles, bed space, ventilation, cleaning 
method, and access for visitors. P.T. Bray 


1554. Relation of Birth Weight to Physical Development 
in Childhood 

R. S. ILLiINGwortu, C. C. Harvey, and S. Y. GIN. 
— [Lancet] 2, 598-602, Oct. 1, 1949. 3 figs., 32 
refs. 


The authors have carried out a statistical survey of the 
records of 2,426 Sheffield children in order to establish 
the relation between birth weight and subsequent 
physical development. Birth weights were obtained 
from the midwives’ ante-natal charts and hospital and 
infant welfare records rather than from the mothers (it 
having been found that of 110 mothers, 10-4% were over 
8 oz. (250 g.) wrong in their recollection of the birth 
weight of their children). On this basis, the children 
were divided into 4 groups—54 Ib. (2-5 kg.) or less, 7 Ib. 
2 oz. to 7 lb. 6 oz. (3-2 to 3-3 kg.), 84 Ib. to 94 Ib. (3-8 to 
4-3 kg.) and 94 lb. or more. There were 517, 712, 940, 
and 257 children in the respective groups, approximately 
equally divided between boys and girls. Records of 
height and weight were obtained from the child welfare 
clinics and school medical officers. Small samples of 
from 4 to 36 of each sex in each birth-weight group were 
taken in half-yearly age groups—from 2 to 13 years for 
weight and from 44 to 13 years for height. The authors 
found a constant uniformly graduated difference in 
weight between those of the lowest and those of the 
highest birth-weight groups; for instance, a difference 
of 5:3 Ib. (2:5 kg.) in boys aged 5 years and of 11-2 Ib. 
(5-1 kg.) in girls aged 7 years. The difference in height 
was not so marked, but was definite, there being 2 to 6 
cm. difference in average height at all ages between the 
lowest and highest birth-weight groups. Similar dif- 
ferences were found in limited samples whose develop- 
mental and nutritional status was assessed by means of 
the Wetzel grid and Tuxford index, which are based on 
the weight/height ratio. 

The role played by body build, maternal malnutrition, 
and nutrition in infancy: is discussed, with special refer- 
ence to animal experimental work. The importance 
of these factors in influencing physical development and 
the need for their study in future surveys of this kind are 
emphasized and it is suggested that the commonly used 
developmental charts of weight and height may need to 
be modified so that birth weight may be taken into 
consideration. It is pointed out that no indication is 
given in the authors’ records of the effects of the onset of 
puberty. 

[It is to be deplored that there is no statement of the 
statistical validity of the data and conclusions in this 
paper, which is entirely based on statistics.] 

David Morris 


1555. Common Difficulties in Infant Feeding 
R. S. ILt~incwortu. British Medical Journal [Brit. 
med. J.] 2, 1077-1081, Nov. 12, 1949. 13 refs. 
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1556. Hyaluronidase in Paediatric Therapy 
W. GaisForp and D. G. Evans. Lancet [Lancet] 2, 
505-507, Sept. 17, 1949. 6 refs. 


A clinical trial was carried out to determine the value 
of the spreading factor, hyaluronidase, in assisting the 
absorption of fluid given by subcutaneous infusion in the 
treatment of dehydration in infancy. The hyaluronidase 
was prepared from bovine semen by a freeze-drying 
process to obtain maximum extraction and stability. 
Before use the extract was tested for toxicity and ana- 
phylactic properties on guinea-pigs, and its spreading 
activity was measured in rabbits. A standard dose of 
1 mg. was decided upon as a result of these tests. Various 
methods of administration were tried and the best results 
were obtained by injecting a freshly made solution of 
hyaluronidase (1 mg. in 1-5 ml.) into the rubber tubing 
of the infusion apparatus | inch (2-5 cm.) from the 
needle as soon as the drip started to flow. An average 
of 200 ml. of half-normal saline with 5% glucose was 
infused in about 30 minutes, the site preferred being the 
anterior abdominal wall. 

After the injection of hyaluronidase the rate of flow 
was much faster than in control tests made on the opposite 
side, the infusion became painless, and no seepage 
occurred from the needle puncture. When reconstituted 
plasma was infused after hyaluronidase, absorption was 
slower than with saline and double the quantity of 
hyaluronidase was necessary to obtain a comparable 
rate. Repeated infusions were given as required and 
there appeared to be little danger of spread of infection 
as hyaluronidase is said not to traverse the fibrin barrier. 
The clinical results of treatment of 39 patients were very 
satisfactory, rehydration, although less rapidly accom- 
plished, being comparable in degree to that obtained 
with intravenous therapy, and there were no toxic effects. 
The use of hyaluronidase with subcutaneous infusion 
makes it possible to reduce considerably the number of 
intravenous infusions it is necessary to carry out in 
infants. W. M. L. Turner 


1557. Oral Penicillin in the Newborn 

B. Levin and C. A. Nett. Archives of Disease in 
Childhood {Arch. Dis. Childh.] 24, 171-179, Sept., 1949. 
22 refs. 


At the Queen Elizabeth Hospital for Children, London, 
the authors determined the optimal oral dose of penicillin 
required to produce a satisfactory level in the blood of 
infants under one month old, and compared the relative 
efficacy of penicillin by mouth and sulphathiazole paste 
locally in the treatment of minor skin conditions during 
the neonatal period. Penicillin assays were carried out 
by Fleming’s method. 

Infants were divided into one group of 42 and a second 
of 29. The first were given 20,000 units 3-hourly or 
4-hourly; the second 5,000 units per Ib. (0-45 kg.) birth 
weight in 24 hours, a much lower dosage. A third 
series of older children was also investigated. In the 
first series the usual blood level of penicillin found at 
one hour was 0°5 unit per ml.; the level fell progressively 
with time. Figures in the second series were less 
constant, and at the end of one hour in three-quarters of 
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the cases the level was below 0-125 unit per ml. Levels 
in the third group, receiving 5,000 units penicillin per Ib, 
(0-45 kg.) body weight, were lower than in the infants 
in the second group. The authors then compared 
the levels produced by oral and intramuscular administra. 
tion of the drug. The former generally produces a 
slower rise in level but more prolonged effect; the latter 
a high initial level and rapid fall. These results did not 
differ from those of other workers. 

An attempt was made to analyse factors influencing 
the level; a decreased fluid intake tended to raise the 
level of penicillin in the blood; the younger the infant, 
the higher the level. The authors point out that their 
results show a definite tendency for levels to be higher in 
the first week of life; according to Miller (Arch. Dis, 
Childh., 1941, 16, 22), the gastric acidity is high on the 


‘first day and tends to fall to a low level on the eighth to 


tenth day. Hence, the relation between penicillin level 
and gastric acidity is the reverse of that expected. (The 
authors did not themselves carry out gastric analyses.) 
Oedema has been observed after administration of 
citrated penicillin tablets, such “ buffering” being 
apparently unnecessary as well as troublesome. They 
suggest that the relative sterility of the infant’s bowel (and 
consequent low content of penicillinase-producing 
organisms) may influence the level of penicillin; the rate 
of fall of penicillin level did not suggest a renal factor. 

Penicillin was given orally to treat skin sepsis and 
upper respiratory infection, including otitis media, and 
in the prophylaxis of atelectasis. No definite toxic 
effects were observed. Penicillin orally gave slightly 
better results than sulphathiazole paste locally in skin 
infections. The authors recommend the higher in 
preference to the lowér dosage of penicillin, though 
they would not rely on oral administration for acutely 
ill infants or those with diarrhoea and vomiting. 

A. T. Macgueen 


1558. The Mandibulo-facial Dysostosis. A New Heredi- 
tary Syndrome 

A. FRANCESCHETTI and D. KLEIN. Acta Ophthalmologica 
[Acta ophthal., Kbh.] 27, 143-224, 1949. 85 figs., 48 
refs. 


In this monograph the authors give an excellent and 
exhaustive illustrated description of the peculiar syndrome 
first described by Franceschetti in 1944. 

After a thorough clinical and genetical analysis of 
six personal observations, the cases from the current 
literature are dealt with and the clinical features are 
discussed. The chief features of mandibulo-facial 
dysostosis are: (1) palpebral fissures sloping downwards 
laterally, with a coloboma in the outer portion of the 
lower lid; (2) hypoplasia of the facial bones, especially 
the malar bones and the mandible; (3) malformation of 
the external ear; (4) macrostomia, high palate, and 
malocclusion of the teeth; (5) blind fistulae between the 
angles of the mouth and the ears; (6) atypical hair 
growth. 

The patients present so many common features that 
they look like siblings. There are complete or typical 
forms, and incomplete, abortive, unilateral, and atypical 
forms. Inheritance is irregularly dominant. The patho- 
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genesis is that of an inhibitory process occurring towards 
the seventh embryonic week and affecting the facial 
bones (from the first visceral arch). The authors adhere 
to the theory of a disturbance of the action of the 
organization centre probably due to a lethal or sublethal 
effect of the gene concerned. The relation to other types 
of cranial dysostosis (such as Crouzon’s dysostosis) is 
mentioned. E. Godtfredsen 


1559. Bronchiectasis in Childhood. I. Clinical Survey 
of 160 Cases 

C. E. Fietp. Pediatrics [Pediatrics] 4, 21-46, July, 
1949. 23 figs., 12 refs. 


The first of three publications covering a study of 
bronchiectasis undertaken at the Hospital for Sick 
Children, Great Ormond Street, and University College 
Hospital, London, this paper is chiefly concerned with 
the clinical aspects of the disease, as seen in 160 estab- 
lished cases. The onset of symptoms was in the first 
year of life in approximately one-fifth of the cases, 
the number thereafter declining with advancing age. 
In 55-6% of cases the parents associated the onset of 
symptoms with an attack of pneumonia or pertussis. 
Characteristic features included constant cough, asth- 
matic symptoms, underweight, finger clubbing, and 
localized rales on auscultation over the affected area of 
lung. Tubular dilatation was the commonest type of 
bronchiectasis and the regions most frequently affected 
were those where bronchi are directed upwards and those 
which have an anatomical peculiarity impeding drainage, 
namely, the left lower lobe, with frequent concomitant 
involvement of the lingula, which was never affected 
alone. Patrick Mallam 


1560. Bronchiectasis in Childhood. III. Prophylaxis, 
Treatment and Progress with a Follow-up Study of 202 
Cases of Established Bronchiectasis 

C. E. Fietp. Pediatrics [Pediatrics] 4, 355-372, Sept., 
1949. 15 figs., 20 refs. 


The author records in this paper the conclusions 
reached after a 10-year follow-up study of 202 children 
with proved bronchiectasis, which was made at the 
Hospital for Sick Children, Great Ormond Street, and 
University College Hospital, London (clinical and 
aetiological aspects having been discussed in two previous 
papers). In stressing the rarity of irreversible bronchiec- 
tasis in the better social and economic groups, she 
attributes this fact to better treatment of the illnesses 
which predispose to bronchiectasis, and especially to 
better facilities for convalescence therefrom. Prevention 
of pertussis, where possible, and more care in its treat- 
ment—particularly the avoidance of belladonna, which 
encourages retention of secretions—are important 
points in prophylaxis. Slowly resolving pneumonia and 
pulmonary collapse also require skill and care in treat- 
ment, though the author is sceptical of the value of 
repeated bronchoscopic aspiration for the latter condi- 
tion, believing that steam inhalations and postural 
drainage are as effective if the first bronchoscopy does not 
result in re-expansion. Treatment of upper respiratory 
infections also merits attention. 


As a guide to treatment of bronchiectasis when 
established the author points out that medical treatment 
can be not only palliative, but even curative when 
bronchographic evidence of dilatation has been present 
less than a year; that radical surgical treatment is curative 
where an adequate amount of healthy lung can be 
preserved and, since lung tissue can regenerate in the 
growing period, it is desirable to operate during child- 
hood; and that if the disease is too extensive for com- 
plete removal, segmental excision of the grossly affected 
parts of the lung, combined with medical treatment, may 
give very great relief of symptoms. Chemotherapy for 
established bronchiectasis has so far proved disappoint- 
ing, owing to the development of drug resistance. A 
tentative prognosis according to type of bronchiectasis is 
suggested. Varicose and fusiform bronchiectasis in 
children appears to improve over the years, the patients 
being little incapacitated by symptoms. Tubular 
bronchiectasis sometimes improves if the bronchi are of 
equal diameter along their length, but tends to get 
worse if the bronchi are club-shaped. Improvement 
tends to occur, in the author’s experience, if apical 
bronchi are affected, but deterioration occurs in the case 
of dilatation of the antero-lateral branches of the upper 
lobe bronchi. Where the left lower lobe and lingular 
bronchi are affected, the condition tends to remain 
stationary. Out of 19 deaths 9 occurred after surgical 
treatment, but with modern anaesthetics and chemo- 
therapy operative risks are now very small in skilled 
hands. M. Baber 


1561. Spontaneous Pneumothorax in the Newborn. 
Report of Two Cases 

D. P. Boyette. Southern Medical Journal [Sth. med. J.] 
42, 848-851, Oct., 1949. 2 figs., 7 refs. 


1562. Six Examples of Precocious Sexual Development. 
I. Studies in Diagnosis and Pathogenesis 

H. P. G. SeckeL, W. W. Scott, and E. P. BEnpitTT. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.] 78, 484-515, Oct., 1949. 10 figs., bibliography. 


1563. Sequelae of Infective Hepatitis in Children. 
Review of Twelve Cases 

W. G. WyLuie and M. E. EpmMunps. Lancet [Lancet] 2, 
553-555, Sept. 24, 1949. 18 refs. 


A series of cases are reported illustrating the possible 
sequels to an attack of infective hepatitis in childhood. 
Of 6 fatal cases, necropsy in one in which death occurred 
on the eleventh day revealed an acute hepatic necrosis; 
in 5 cases death occurred 8 to 17 weeks after the initial 
attack of hepatitis, and necropsy revealed subacute 
hepatic necrosis with nodular hyperplasia. A further 
5 cases illustrate recovery delayed for periods up to 
4 years, or later development of cirrhosis. 

An initial mild attack of infective hepatitis is capable 
of causing grave late effects. Indeed, the authors suggest 
that some cases of hepatic cirrhosis in children may be 
the result of subclinical infective hepatitis. 

D. Gairdner 


vels 
‘Ib, 
nts 
Ted 
ira- 
a 
tter 
not 
ing 
the 
int, 
\eir 
in 
dis, 
the 
to 
vel 
8.) 
of 
ing 
ley 
nd | 
ing 
ate 
Or. 
nd 
nd 
tly 
cin 
in 
gh 
sly 


Medicine: General 


1564. Myoidema 
G: F. Taytor and P. N. CHHUTTANI. British Medical 
Journal (Brit. med. J.] 2, 784-787, Oct. 8, 1949. 27 refs. 


After a full historical survey of the curious clinical sign 
to which Tait in 1872 gave the name “ myoidema’”’, 
the authors describe their observations on troops 
examined by them, and also on 82 patients with peri- 
pheral neuritis. The two distinct components of this 
sign of muscular irritability are stressed, namely, the 
formation of a distinct local nodule, which can be pal- 
pated, at the site of stimulus when a muscle is pinched, 
and a flickering contraction of the whole length of the 
muscle fibres proximal and distal to the site of stimulus. 
Myoidema is not influenced by general anaesthesia, or by 
spinal or regional analgesia. It is therefore considered 
to represent a direct response to a mechanical stimulus 
and not a reflex. In the observations carried out on 
troops free from neuritis and either healthy or suffering 
from. diseases not involving the nervous system, the 
authors found a lower incidence of myoidema in 
British troops than in all other groups. Meat eaters 
had less predisposition than did vegetarians. The 
signs was more frequently found in sick Indian troops 
than in those on duty, and among these troops, both in 
hospital and on duty in Syria-Lebanon, there was a lower 
incidence of myoidema than among those in Iraq. 
Severe myoidema was present in all the 82 cases of 
peripheral neuritis. In 51 cases treated with aneurin 
(thiamine) the sign decreased in intensity, but only 
gradually, being still obvious after treatment for 2 months. 
There was no decrease in intensity of the sign in control 
patients who received a full hospital diet with cod-liver 
oil, but no aneurin. An analysis of the factors associated 
with the production of severe myoidema suggests to the 
authors that the sign is due to malnutrition, and par- 
ticularly to aneurin deficiency. The effect of treatment 
of cases of peripheral neuritis with aneurin certainly 
supports this contention. Although the men’s diet was 
supposed to contain adequate amounts of aneurin (3 mg. 
daily), a true deficiency may have been produced by loss 
of appetite, by diarrhoea, or by loss of sweat in the hot 
weather. Also, aneurin deficiency may have been 
precipitated by an attack of fever, or by extra marching, 
which would increase the aneurin requirements of the 
body. Ruby O. Stern 


ALLERGIC DISORDERS 


1565. Thephorin (Phenindamine) in the Treatment of 
Gastrointestinal Allergy 

E. M. ScuHioss. Gastroenterology [Gastroenterology] 
13, 311-318, Oct., 1949. 12 figs., 7 refs. 


Jejunal pressure and motility were recorded kymo- 
graphically by means of a balloon-tipped Miller—-Abbott 
tube in 8 cases of gastro-intestinal allergy in a fasting 


state and after the intratubal introducticn of inert 
substances into the jejunum. When suspected allergenic 
food was introduced (milk in 5 cases, wheat, egg albumen, 
and port in one case each), significant changes in intra- 
jejunal pressure and its rhythmic fluctuations were 
observed. In 6 of these patients no such changes took 
place if 25 mg. of an antihistaminic, “‘ thephorin” 
(phenindamine), was given half an hour beforehand, 
nor were any symptoms noted, whereas on the other 
2 patients it had no subjective or objective effect. 
Another group of 33 patients with food allergy were 
given 25 mg. of thephorine 3 to 5 times daily. About 
75%, of their symptoms were totally or partially relieved. 
Thephorin may be useful as a pailiative during the 
initial stages of desensitization or for continuous treat- 
ment in those cases where desensitization therapy is 
unsuccessful or impracticable. H. Herxheimer 


1566. The Topical Application of Thephorin. A Study 


of the Frequency of Eczematous Sensitization 

C. W. Laymon, J. F. MADDEN, and J. F. ScHMip. 
Annals of Allergy [Ann. Allergy] 7, 646-650, Sept.—Oct., 
1949. 9 refs. 


Patch tests with “ thephorin”’ (phenindamine) were 
carried out on 324 patients who had been treated for 
various dermatoses with this drug. These tests were 
carried out with: (1) 5% thephorin ointment; (2) 
* carbowax 1500’’; (3) 2% solution of thephorin base. 
Positive patch tests were obtained in 5 cases in which 
eruptions were aggravated by use of the ointment; in 
none of these had the period of treatment exceeded 
2 months (in 3 it was not more than 2 weeks): none of 
the 63 patients who continued to use the drug for longer 
than 2 months was affected. Every patient in whom 
sensitization developed suffered from an eczematous 
reaction: no ill effects were observed in non-eczematous 
eruptions such as psoriasis, lichen planus, or pityriasis 
rosea. The authors conclude that thephorin is less 
liable to cause sensitization than other drugs used in 
topical therapy, such as sulphonamides or penicillin. 

R. S. Bruce Pearson 


1567. Pharmacologic Studies of a New Antihistamine 
Compound (N-(p-chlorobenzhydryl)-N ’-methylpiperazine 
Hydrochloride). [In English] 

L. W. Rotu, R. K. RIcHARDs, and I. M. SHEPPERD. 
Archives Internationales de Pharmacodynamie et de 
Thérapie [Arch. int. Pharmacodyn.] 80, 378-387, 1949. 
4 refs. 


This substance, known as ‘“ AH-289”’, effectively 
antagonizes the actions of histamine in the intact guinea- 
pig, on isolated guinea-pig intestine, on blood pressure in 
the cat, and on the skin flare and wheal in human skin. 
It also reduces mortality due to anaphylactic shock in 
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guinea-pigs sensitized to anti-egg-white plasma from 
rabbits. The skin test in human subjects was carried out 
by making a cut, 1 mm. in diameter, in the skin of the 
back, with a length of 16-gauge hypodermic needle 
tubing. The depth of the cut was determined by an 
adjustable stop on the tubing which moved in a sheath of 
plastic rod. Histamine solution was applied for 5 
minutes and the areas of the resulting wheal and flare 
were measured after another 10 minutes, The anti- 
histaminic substance was given by mouth and the 
histamine test repeated at intervals. Given orally, a 
single dose of 50 mg. of AH-289 begins to have a demon- 
strable effect on the result at about 2 hours, but, in 
contrast to many other commonly used antihistaminic 
substances, its action persists for 12 to 24 hours. This 
long duration of action is its most promising advantage 
over similarly effective compounds. Its toxicity in 
animals is low and no electrocardiographic changes 
were observed in a rabbit after an intravenous injection 
of 10 mg. per kg. Derek R. Wood 


1568. Diatrin Hydrochloride. Clinical and Toxicologic 
Studies of a New Antihistaminic Agent 

F. C. Compes, R. ZUCKERMAN, and O. CANIZARES. 
Journal of Investigative Dermatology [J. invest. Derm.] 13, 
139-144, Sept., 1949. 6 refs. 


The newer histamine antagonists such as “* benadryl ” 
and “ pyribenzamine”’ produce a high incidence of side- 
effects. With benadryl about 50% of patients are 
affected, with pyribenzamine about 25%. Diatrin 
hydrochloride has been shown in animal experiments 
to be an effective histamine antagonist, and to be only 
one-half to one-third as toxic as benadryl, pyribenzamine, 
“antergan’’ and neo-antergan’’, with which it was 
compared. It has now been tested on 72 patients with a 
variety of dermatoses in doses ranging from 100 to 1,000 
mg. daily for periods of 48 hours to 82 days. No serious 
or lasting toxicity was encountered and the incidence of 
side-effects was lower than has been reported with 
equivalent doses of other histamine antagonists now in 
general use. James Marshall 


1569. Antihistamines in Bronchial Asthma 
H. HERXHEIMER. British Medical Journal (Brit. med. J.] 
2, 901-905, Oct. 22, 1949. 5 figs., 11 refs. 


The effect of antihistaminic drugs upon the vital 
capacity of asthmatic and control subjects was studied. 
Inhalation of 10% histamine phosphate by 16 normal 
subjects caused a small reduction in vital capacity in 13. 
This was prevented by the administration of ‘ phener- 

n” 90 to 120 minutes beforehand. Attacks were 
induced in asthmatics by inhalation of histamine and 
acetyl-8-methylcholine chloride and allergenic extracts. 
These attacks, if not severe, could also be prevented by 
_ antihistaminic drugs in larger doses than were required 
for the controls: if the vital capacity was reduced by 
one-half, however, no protective effect could be obtained 
even with 75 mg. phenergan. In 12 patients with spon- 
taneously occurring attacks of asthma the vital capacity , 
was increased by inhalation of ‘“ pyribenzamine ” 
aerosol. In 12 other patients, however, no improvement 

M—2B 


was Observed. Intravenous injection of phenergan and 
“ anthisan ’’ was also effective: these drugs must be 
given slowly, or vomiting and circulatory collapse may 
occur. 

Various antihistaminic drugs taken at night were 
found to be effective in the routine treatment of some 
asthmatic patients (anthisan 100 to 600 mg., phenergan 
25 to 100 mg., “‘ benadryl ’”’ 50 to 250 mg.). When there 
was no response to one drug there was sometimes 
improvement with another. Side-effects were noted, 
but the drowsiness which commonly occurs is beneficial 
if the drug is given at night. The action of phenergan 
was Often still evident after 12 hours or longer. 

{It should be noted that the benefit obtained from the 
use of these drugs is at best moderate. No case of 
severe asthma responded to their use and in attacks of 
moderate severity the vital capacity was seldom restored 
to normal.] R. S. Bruce Pearson 


1570. Observations on the Action of Orthoxine in Patients 
with Bronchial Asthma 

S. FRIEDLAENDER and A. S. FRIEDLAENDER. Annals of 
Allergy [Ann. Allergy] 7, 683-688, Sept.—Oct., 1949. 
8 refs. 

Orthoxine (o-methoxy-f-phenylisopropyl methyl- 
amine hydrochloride) is a synthetic adrenaline analogue 
having a bronchodilator effect but no pressor action. . It 
was given by mouth in doses of 100 to 200 mg. to a group 
of ambulant patients with asthma, who had all had 
previous treatment with ephedrine. 

In 9 out of 14 there was a moderate improvement in 
vital capacity within an hour of administration. In 6 
out of 18 the pulse rate rose by 10 to 20 beats a minute: 
in 9 out of 18 the blood pressure fell slightly, but in 2 it 
rose and it was not significantly affected in the remainder. 

Out of 61 patients 37 experienced symptomatic relief 
from 100 mg.: 6 of the remaining 24 obtained benefit 
after 200 mg. Of 15 patients who suffered side-effects 
from ephedrine, 12 were unaffected by 100 to 200 mg. 
of orthoxine. Nausea occurred in 8 of the 86 patients 
who received the drug, in each case on an empty stomach. 
The authors consider that 100 mg. of orthoxine is 
equivalent to 25 to 50 mg. of ephedrine; side-effects are 
fewer. They point out that the vasopressor effect of 
adrenaline, and to a ‘lesser extent ephedrine, is often 
beneficial in asthma because of its decongestive effect on 
the bronchial mucosa. The effect of orthoxine is purely 
bronchodilator. R. S. Bruce Pearson 


1571 Spirographic Study of the Action of Succinic Acid 
Injected During the Attack of Bronchial Asthma. (Estudio 
espirografico de la accion del acido succinico inyectado 
durante el ataque de asma bronquial) 

L. HeERRAIZ BALLESTERO and O. A. HAUVILLER. Prensa 
Médica Argentina [Prensa méd. 36, 2112-2120, 
Oct. 21, 1949. 5 refs. 


Injection of succinic acid during an attack of bronchial 
asthma causes a slow increase in the vital capacity not 
proportional to the clinical improvement. This increase 
is mainly in the amount of reserve air, but there is also 
an increase in the minute volume. Study of oxygen 
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consumption shows that succinic acid increases the 
oxygen-transport capacity of the blood. The pulse rate 
siows presumably because of increased oxygen saturation. 
The improvement after injection of succinic acid is due 
not to respiratory stimulation but to increased oxygen 
utilization and saturation. René Méndez 


1572. The Natural History of Asthma. A Review of 
300 Cases 

E. O. and G. E. O. Witutams. British 
Medical Journal (Brit. med. J.| 2, 897-900, Oct. 22, 1949. 
2 figs., 6 refs. 


Factors associated with the causation of asthma are 
divided into “ aetiological ’’ (causing the first attack) 
and “* aggravating ’’ (concerned with the precipitation of 
subsequent attacks). It is noted that the alleged causal 
factors are often quite different from the aggravating 
factors. Inaseries of 276 cases of asthma the commonest 
aetiological factors were: (1) respiratory infection 
(114);. (2) unknown (100); and (3) psychological 
“shock”? (14). The incidence of family history of 
allergy and of positive skin reactions was roughly the 


~ same in these three groups. Allergic factors such as 


sensitivity to food and “‘ dust’? were more often en- 
countered as aggravating than as aetiological factors. 
Many women attributed their asthma to the effects of 
pregnancy and menstruation. The onset of asthma 
occurred more frequently in females than in males be- 
tween the ages of 11 and 40, whereas before and after 
this period males developed asthma more commonly 
than females; this is regarded as further evidence that 
menstruation and pregnancy play a part in the causation 
of asthma. A follow-up of 64 patients after an interval 
of 9 to 14 years showed that 12 had been free of asthma 
for at least one year, 11 had died, 22 were improved, 6 
unchanged, and 13 worse. R. S. Bruce Pearson 
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1573. Fat Metabolism and the Sprue Syndrome 
A. C. FRAZER. British Medical Journal (Brit. med. J.] 2, 
769-773, Oct. 8, 1949. 2 figs., 30 refs. 


This paper reviews the present state of the extensive 
investigations being carried out at the University of 
Birmingham on the fat absorption defect in steatorrhoea. 
The main defect is in the absorption of particulate fat. 
Some of the fat which would normally be absorbed 
in the particulate form is hydrolysed and the long-chain 
fatty acids so formed irritate the bowel, causing an 
increased secretion of mucus which may give rise to the 
radiographic appearances sometimes described as the 
“ deficiency pattern”’. Diarrhoea may arise also from 
the excess of long-chain fatty acids in the stool, and this 
type of diarrhoea can be controlled by calcium, which 
forms non-irritant soaps. Fermentation of starch is 
sometimes excessive and this leads to the formation of 
abnormal amounts of short-chain fatty acids, causing 
diarrhoea of a type not controllable by calcium. The 
excess of split fat in the bowel may also inhibit gastric 
motility and secretion and the consequent hypo- or 
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achlorhydria allows bacterial growth to extend higher 
up in the alimentary tract; bacteria may then compete 
with the host for vitamins, giving rise to secondary 
deficiencies. Long-chain saturated fatty acids are not so 
well tolerated in the sprue syndrome as are unsaturated 
fatty acids. The aetiology of the sprue syndrome remains 
undetermined. In tropical cases dietary faults, such as 
the use of rancid fat,.may be important, but in non- 
tropical cases an intrinsic fault, possibly an enzyme 
deficiency, is more likely. [These seem to be the main 
conclusions of this very detailed paper; but the abstracter 
would suggest that it be read in full by all who desire a 
critique of the methods of studying fat absorption and a 
summary of present knowledge concerning the sprue 
syndrome and its possible aetiology.] D. A. K. Black 


1574. Diseases of Malnutrition and their Sequelae in 
Inmates of Concentration Camps. (Sultsygdommen og 
dens folgetilstande hos koncentrations lejrfanger) 

P. He_weG-Larsen, H. J. KteLer, E. H. 
THAYSEN, J. H. THAYSEN, P. THYGESEN, and M. H. 
Wutrr. Ugeskrift for Leger (Ugeskr. Leg.) 111, 
1217-1240, Nov. 3, 1949. 8 figs. 


This long report, which is described as a preliminary 
communication, is based upon the examination of 572 
survivors of the political prisoners taken by the Germans 
in Denmark and of-710 of the Danish policemen deported 
by the Germans in September, 1944. The authors 
describe the diet and general conditions in the concentra- 
tion camps, and report in detail the various symptoms 
and effects of prolonged starvation: cachexia, oedema, 
polyuria, diarrhoea, anaemia, muscular atrophy, 
avitaminoses, glandular changes, and infections. They 
deal with the mental effects of imprisonment and starva- 
tion, and discuss the changes that occur after release and 
repatriation. The various disorders and diseases cleared 
up to a varying degree and at varying rates, but the 
outstanding impression in this survey was the high rate 
of tuberculosis among the survivors, diagnosed up to 
three years after their return. The other features dis- 
closed by the investigation was the high incidence of 
neurosis among the survivors. Altogether 286 of the 
survivors were unfit for work for periods of two months or 
more after their return. This was due to general weak- 
ness in 5%, tuberculosis in 34%, psychological disorder in 
42%, and other diseases in 19%. B. Nordin 


1575. Diagnosis of Von Gierke’s Disease by Muscle 
Biopsy. (La diagnosi di glicogenosi viscerale mediante 
biopsia muscolare) 

M. Orsini. Archivio Italiano di Pediatria e Pueri- 
coltura [Arch. ital. Pediat.| 12, 345-355, 1948. 6 figs., 
8 refs. 


From the Paediatric Department of Rome University 
the author reports briefly on muscle biopsy as an aid to 
diagnosis and differential diagnosis in glycogen storage 
disease of the liver. The findings in 2 cases are described, 
there being a histochemical demonstration and micro- 
chemical determination of accumulation of glycogen. 
In one of the cases resistance to autolysis of the stored 
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glycogen was shown. The muscle suitable for biopsy 


should be selected on clinical grounds, and should give. 


a poor response to electrical stimulation. P. E. Polani 


1576. The Heredity of Gout and Its Relationship to 
Familial Hyperuricemia 

R. M. StTecHer, A. H. HersH, and W. M. SOLOMON. 
Annals of Internal Medicine [Ann. intern. Med.] 31, 
595-614, Oct., 1949.’ 10 refs. 


Whereas in the general population the incidence of a 
blood uric-acid content higher than 6-5 mg. per 100 ml. 
was, in those of normal kidney function, approximately 
1 in 26, practically every patient with gout showed a 
hyperuricaemia. In the relatives of gouty patients the 
incidence of hyperuricaemia was 18% among 11 mothers, 
17% among 24 brothers, 21% among 24 sisters, and 15% 
among 33 sons, though not a single daughter among 45 
tested had hyperuricaemia. In the male this hyperuri- 
caemia was found to be independent of age; in the 
female it appeared after the menopause. 

On the assumption that gout and hyperuricaemia are 
the expression of the samé genotype, both in the same 
family and in different families, it resembles in some 
cases an autosomal recessive, in others an autosomal 
dominant. The authors assert, however, that this is 
satisfactorily explained if the gene involved is an auto- 
somal dominant which lacks penetrance in both sexes, 
but has a much lower penetrance in female than male. 
A tentative estimate of the penetrance, which is in good 
agreement with a tentative estimate of gene frequencies 
in the general population, is about 84% in the hetero- 
zygous male, and about 12% or less in the female. 

Henry Cohen 
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1577. Treatment of Diabetic Coma with Cocarboxylase 
(Die Therapie des Coma diabeticum mit Cocarboxylase) 
S. MARKEES and F. W. MEyeR. Schweizerische Medi- 
zinische Wochenschrift |Schweiz. med. Wschr.] 79, 
931-936, Oct. 1, 1949. 2 figs., 37 refs. 


The metabolism of pyruvic acid was investigated in 
normal and alloxan-diabetic animals, and the results 
were analogous to those found in normal and diabetic 
patients. A lack of aneurin (thiamine) produces an 
increase in the pyruvic-acid content of the blood, while 
the addition of aneurin lowers the pyruvic-acid level. 
Other parts of the vitamin-B complex, such as riboflavin, 
pyridoxine, and pantothenic acid, were not effective. In 
rabbits in a stationary diabetic condition the level of 
pyruvic acid was normal, but in progressive diabetes it 
was raised. When sodium pyruvate was administered to 
a healthy animal large amounts were metabolized jin a 
comparatively short time. The animal with compensated 
diabetes cannot metabolize pyruvic acid as quickly as the 
normal animal, since there is a delay in its utilization. 
In conditions of uncompensated diabetes, particularly 


in diabetic coma, there is an increased amount of pyruvic . 


acid in the blood, which partially accounts for a lowering 
of the alkali reserve. Whereas in the normal animal 
aneurin lowers the pyruvic-acid level in blood, in condi- 


tions of acidosis only the phosphorylated form, cocarb- 
oxylase, is effective. Cocarboxylase (aneurin pyro- 
phosphoric acid) was therefore tried therapeutically in 
human diabetic coma. The addition of intravenous 
injection of cocarboxylase and intramuscular injection of 
riboflavin to the usual treatment with insulin lessened the 
duration of the coma. Patients regained consciousness 
more rapidly, occasionally even during the injection. 
The rise in alkali reserve was markedly accelerated and the 
high pyruvic-acid level in the blood fell to normal. 
Cocarboxylase may exert its effect by attacking a 
specific substrate, thus aiding the disappearance of 
acidosis. 

In the animal experiments values of pyruvic acid in the 
blood ranged from 0-3 to 2:2 mg. per 100 ml., with a 
mean value of | mg. per 100 ml. After the intravenous 
injection of 0-25 mg. of sodium pyruvate per kg. there was 
a rise and then a rapid fall, a normal level being attained 
within 45 to 60 minutes. The pyruvic-acid level was 
raised after the administration of either glucose or lactic 
acid. 

The pyruvic-acid level was estimated in 250 normal 
fasting persons. As in rabbits the value was fairly 
constant, with a mean of 0-74 to 0-81 mg. per 100 ml. 
After the injection of 15 g. of sodium pyruvate, a curve 
was obtained similar to that in animals; 40 minutes after 
the injection the values returned to normal. The mean 
pyruvic-acid level in 164 diabetics in a compensated state 
was 0°89 mg. per 100 ml., only slightly higher than normal, 
but after the intravenous injection of 15 g. of sodium 
pyruvate into 9 diabetics the level after 40 minutes had 
not returned to normal. To discover whether the delay 
was dependent on aneurin and riboflavin, 4 patients were 
given 100 g. of aneurin and 10 mg. of riboflavin intra- 
venously 30 minutes before the administration of 10 g. 
of sodium pyruvate. Another 4 patients received pyru- 
vate alone without the vitamin supplements. It was 
deduced [but hardly on sufficient evidence] that the 
return to normal was quicker in those patients receiving 
the vitamin supplements. 

It is concluded that treatment with cocarboxylase in 
diabetic coma produced a quicker recovery from un- 
consciousness, a speedy fall in the pyruvic-acid level in 
the blood, and a rapid recovery of the alkali reserve. 
The usual dose was 100 mg. intravenously of cocarb- 
oxylase and 20 mg. intramuscularly of riboflavin. It is 


pointed out, however, that insulin must be given con- 


currently, since cocarboxylase itself has no effect on the 
blood sugar level. R. Wien 


1578. Achlorhydria and Its Clinical Significance in 
Diabetes Mellitus 

I. M. RasinowitcH. American Journal of Digestive 
Diseases [Amer. J. digest. Dis.] 16, 322-332, Sept., 
1949. 40 refs. 


Achlorhydria is a common finding in diabetes. A 
statistical investigation of 100 cases was carried out in 
order to determine whether there was a correlation 
between achlorhydria and such other complications as 
anaemia, neuritis, and digestive disturbances. In all 
three instances such a correlation was found. 


Sa 
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As it is thought that a high pH in the duodenum inter- 
feres with the absorption of iron, the author gave 5 g. 
(0-3 g.) of glutamic acid hydrochloride three times a day 
for one month to the anaemic patients and found this 
preparation as effective as an iron preparation alone. 
The best results were obtained with a combination of the 
two preparations. 

The author considers diabetic neuritis to be related to 
interference with the absorption of aneurin due to the 
high pH in the duodenum. Three cases are reported in 
which the administration of dilute hydrochloric acid 
dramatically relieved the distressing symptoms. The 
author does not claim that this constitutes a proof of the 
effectiveness of this form of therapy. 

The digestive disturbances in diabetes are attributed to 
a change in the bacterial flora in the small intestine leading 
to putrefaction. Qualitative tests for indican in the 
urine were used to assess the presence of such changes. 

[The therapeutic success with hydrochloric acid in 
diabetic anaemia is surprising in view of the notorious 
ineffectiveness of this form of treatment in idiopathic 
hypochromic anaemia. ] R. Schneider 


1579. Modified Protamine Insulin (NPH-50). A Clinical 
Report 

P. Wuite. Journal of the American Medical Association 
[J. Amer. med. Ass.] 141, 312-314, Oct. 1, 1949. 2 figs. 


“Insulin NPH-50”, a modified protamine-insulin 
preparation developed by Hagedorn, is neutral in reaction 
and contains 0-5 mg. of crystallized protamine for every 
100 units of insulin as opposed to 1-25 mg. in standard 
protamine zinc insulin. In action it resembles a 2 to 1 
mixture of crystalline insulin and protamine zinc insulin. 
A comparison of its action with that of other insulins 
gave the following figures (in hours after injection); 


NPH-50| Resu-| Crystal | Gi | p.Z.1. 


ar ine 

First effect 2 1 1 1-2 | 6-8 

Maximum .. 10-20 3 3 6 24 

Total duration 28-30 6 8 13 Up to 
72 


This insulin has been tested on 336 patients, of whom 
260 were under 20 years of age and therefore usually more 
difficult to control than adults. Except for 35 cases, 
stabilization was carried out in camp units or in hospital. 
Blood sugar concentration was estimated at various times 
of the day in a small sample group following stabiliza- 
tion. “In juvenile diabetic campers a single injection 
of the modified protamine insulin controlled diabetes 
chemically as well as, if not better than, separate injections 
of crystalline and protamine zinc insulin.” Failure to 
stabilize occurred in a few very young diabetic children, 
who showed pre-lunch and nocturnal hypoglycaemic 
reactions. The insulin was considered particularly 
useful for pregnant women, for whom a single injection 
appeared adequate. 

[In the discussion which followed MacBryde reported 
that in his experience NPH-50 had no advantages over 
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globin insulin and 2: 1 mixtures. Ricketts considered 
that its use obviated the difficulties experienced by some 
patients in mixing two insulin preparations.] 

‘I. Grayce 


1580. Studies of the Role of the Liver in Human Carbo- 
hydrate Metabolism by the Venous Catheter Technic. 
II. Patients with Diabetic Ketosis, Before and After the 
Administration of Insulin 

P. K. Bonpy, W. L. BLoom, V. S. WHITNER, and B. W. 
FARRAR. Journal of Clinical Investigation [J. ,clin. 
Invest.) 28, Part II, 1126-1133, Sept., 1949. 1 fig., 20 
refs. 


Blood samples were obtained from the right hepatic 
vein and the femoral artery of 5 patients with diabetes 
mellitus. Hepatic blood flow was estimated by the 
bromsulphalein extraction method. The rate of glucose 
and urea production in the splanchnic system was 
greater than that in normal subjects. The hepatic 
blood flow increased with a rise in the ketone-body 
concentration of arterial blood. Glucose utilization by 
peripheral tissue was normal. After the injection of 
insulin, the rate of splanchnic glucose production 
decreased; after a latent period of 45 to 75 minutes or 
more, the splanchnic area began to retain glucose, 
presumably as glycogen. Insulin also reduced the rate of 
urea production and caused the retention of urea in the 
splanchnic system, this effect being observed before, or 
simultaneously with, the effects on carbohydrate meta- 
bolism. ‘A. Schweitzer 


1581. Effects of the Hyperglycemic-Glycogenolytic Fac- 
tor (HGF) Found in Insulin Preparations 

H. F. WeisperG, R. CAREN, B. HUDDLESTUN, and R. 
LevINE. American Journal of Physiology {[Amer. J. 
Physiol.] 159, 98-106, Oct., 1949. 4 figs., 35 refs. 


Intravenous injection of several commercial prepara- 
tions of insulin causes an initial rise in blood sugar level 
associated with a fall in liver glycogen content. This has 
been attributed to the hyperglycaemic-glycogenolytic 
factor (HGF), which is a protein and has been isolated 
by some workers from the pancreas and gastro-intestinal 
tract. To evaluate the action of this substance the 
authors carried out controlled experiments on (a) non- 
fasting; (5) fasting; and (c) adrenalectomized rabbits. 
The animals received intravenous solutions of saline and 
also varying concentrations of an American and a 
Danish insulin. 

In normal, non-fasting, non-anaesthetized animals, 1, 
5, and 10 units per kg. per hour of American insulin 
produced initial hypoglycaemia, but the presence of 
HGF was reflected in the relative rates of fall in the blood 
sugar level; 15 and 25 units per kg. per hour caused 
prolonged, and 50 units slight, hyperglycaemia before the 
fall in blood sugar level. Starving the animal reduced or 
abolished the hyperglycaemic effect, which appeared to 
be related to the level of glycogen in the liver. The effect 
was abolished when the insulin was administered sub- 
cutaneously or intramuscularly and it was considerably 
greater when insulin was given into the portal rather than 
a peripheral vein. This suggests that HGF can be 
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inactivated quickly in the body. The degree of hyper- 
glycaemia appeared to bear no constant relation to the 
dose. In a preliminary experiment Danish insulin was 
found to contain insignificant quantities of HGF. 

After adrenalectomy under anaesthesia, there was a 
rise in blood sugar level. Saline infusion one hour 
after operation into well-fed sham-operated and adrena- 
lectomized rabbits caused a fall in blood sugar level of 
26 and 38 mg. per 100 ml. respectively, while the addition 
of American insulin caused a rise of 135 and 38 mg. per 
100 ml. respectively. In starved animals, however, there 
was a fall of 22 mg. per 100 ml. Thus the presence of 
adrenal glands is necessary for the full hyperglycaemic 
effect to be manifest. 

Such findings, coupled with the observation that 
partially depancreatized and alloxan-treated animals 
require less insulin than completely depancreatized ones, 
have given rise to the suggestion that HGF may be a 
hormone with an atagonistic action to insulin; however, 
its presence in the pancreatico-duodenal vein could not 
be demonstrated, and such a view is at present not 
justifiable. 

[Obviously HGF is of no importance in the practical 
management of diabetes with insulin.] I. Grayce 


1582. The Chemical Combination of Insulin with Muscle 
(Diaphragm) of Normal Rat 

W. C. StapieE, N. HAUGAARD, J. B. MArsH, and A. G. 
Hitts. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 218, 265-274, Sept., 1949. 2 figs. 


Although it is generally assumed that insulin exerts its 
action on enzymes concerned with the metabolism of 
proteins, fats, and carbohydrates, experiments on 
animals afford evidence of a preliminary metabolic 
phase in which the insulin molecule becomes attached to 
the cell surface. The following experiment was devised 
in order to demonstrate the action of insulin on the 
muscle cells of rats. The diaphragm was removed and 
weighed, and the right and left halves were used as test 
tissue and controls respectively. Each hemidiaphragm 
was placed in a solution of sodium phosphate, sodium 
chloride, and magnesium chloride, and insulin was added 
to the solution containing the test tissue. Then the 
muscle was washed in the phosphate-saline medium, both 
before and after adding glucose. The preparation was 
exposed to the action of oxygen, heated to a temperature 
of 38° C., and shaken for 90 minutes. Finally, the 
glycogen content of muscle was estimated. With a 
medium containing 0-1 unit of insulin per ml. it was 
found that an increase in the synthesis of glycogen 
had taken place in 10 seconds; the maximal effect 
occurred after a period of 1 minute. A more rapid 
synthesis resulted from raising the temperature, but not 
from altering the pH value of the medium or using 
nitrogen instead of oxygen. Nor was the synthesis 
affected by the addition of sorbitol to the medium and by 
changes in the proportion of the various salts. The 
phenomenon was observed even after prolonged washing; 
hence the effect was not due to diffusion of the hormone 
into the tissue. Comparison with the controls showed 
that glycogen synthesis in the test tissue was increased 


-cesses of phosphorylation. 


by 50%. Amorphous insulin, protamine-zinc insulin, 
zinc-free insulin and the Danish “ novo insulin”, all 
produced a similar effect. Evidently there had been a 
rapid combination between insulin and the cells of the 
diaphragm. A. Garland 


1583. The Metabolism of Potassium in Diabetic Acidosis 
J. W. NEEDHAM. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 22, 39-55, Oct., 1949. 1 fig., 31 
refs. 


At the Yale University School of Medicine, potassium 
metabolism was studied in 5 cases of diabetic acidosis. 
Blood for potassium estimation was taken before therapy 
and then at 4-hourly intervals during the early stages of 
treatment, and subsequently at longer intervals. The 
balance of sodium, potassium, chloride, and water was 
measured in 2 patients by analysis of the urine and 
serum. Sodium and potassium were estimated by means 
of a flame photometer. 

The potassium level in the serum of all patients was 
raised on admission, but fell markedly after treatment. 
The authors attribute this rise partly to haemoconcentra- 
tion and partly to circulatory collapse with consequent 
failure of the kidneys to excrete potassium. After 
beginning treatment the fall in serum potassium level 
was striking; in one case it fell from 5 to 2-5 milli- 
equivalents per litre in 15 hours. This fall is thought 
to be due to an increase in extracellular fluid and in 
renal excretion of potassium. The author produces 
evidence from the 2 cases in which electrolyte balance 
was studied that the extracellular potassium is taken up 
by potassium-depleted cells only when “ exogenous ” 
potassium is administered. The ‘‘ exogenous”’ source 
was usually monobasic and dibasic potassium phosphate, 
the initial dose containing 54 millimols. of potassium and 
30-2 millimols. of phosphorus given intravenously in 
one litre of 5°%% glucose. 

The author draws no definite conclusions about the 
value of potassium administration in the treatment of 
diabetic acidosis in this series. He points out that in 
diabetic acidosis improvement in the mental state with 
administration of potassium has been recorded by other 
authors, but he also emphasizes that too early administra- 
tion of potassium may be harmful, as at this stage the 
serum potassium level is high. I. McLean-Baird 


1584. Faulty Elimination of B-vitamins in Diabetes. 
(Sulle perturbazioni della eliminazione di alcune vitamine 
del gruppo B nel diabete) 

L. Travia, C. PELosio, and M. GATTINI. Acta Vitamino- 
logica [Acta vitamin., Milano] 3, 193-195, Oct., 1949. 
7 refs. 


The urinary excretion of aneurin (thiamine), riboflavin, 
nicotinic acid, and pyridoxine was studied, before and 
after insulin treatment, in a group of patients suffering 


from severe diabetes. There was a considerable dis-’ 


turbance in excretion of these vitamins before adequate 
insulin treatment was introduced. These disturbances 
in the metabolism of the vitamins of the B group depend, 
in the opinion of the authors, on alterations in the pro- 
Z. A. Leitner 
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1585. Acute Coronary Insufficiency Due to Pulmonary 
Embolism 

S. Dacx, A. M. Master, H. Horn, A. GRISHMAN, and 
L. E. Fiep. American Journal of Medicine [Amer. J. 
Med.] 7, 464-477, Oct., 1949. 5 figs., 44 refs. 


The authors review briefly cardiovascular disturbances 
produced by pulmonary embolism, and give an account 
of their findings in 41 fatal cases seen at the Mt. Sinai 
Hospital, New York. They believe that acute coronary 
insufficiency is responsible for many of the effects pro- 
duced. By acute coronary insufficiency they do not mean 
thrombotic occlusion, but a disproportion between 
nutritional requirements of the myocardium and its 
supply of coronary blood, and they list a large number of 
conditions in which it may occur. When this insuffi- 
ciency is severe or prolonged, the ischaemia produced 
may cause myocardial necrosis and, characteristically, 
these changes are focal, disseminated, and situated in the 
subendothelial layer of the left ventricle. The electro- 
cardiogram (E.C.G.) shows depression of the RS-T 
segment and inversion of T in one or more and often all 
leads, the changes being reversible. These findings are 
contrasted with those reported by White and others in 
which the E.C.G. showed a deep S, and Q3;, depression 
of the RS-T segment in lead I, elevation of this segment 
in lead III, and inversion of Ts, or T, and T3; these 
changes were thought to be due to acute right ventricular 
strain—acute cor pulmonale. 

Of the 41 cases, 18 were in men and 23 in women; 19 
were post-operative. The E.C.G. of only 15 showed 
the acute cor pulmonale pattern (group I); 17 electro- 
cardiograms were of the acute coronary insufficiency 
type (group 2); 3 showed little or no variation (group 3), 
and 6 had atypical changes not falling into any group 
(group 4). Of the 6 patients with atypical records 4 had 
had intraventricular or bundle-branch block before the 
embolism and this may account for the atypical findings. 
Well-defined right axis deviation was present in only 
3 group-1 cases and 2 group-2. Atypical right bundle- 
branch block developed in 3 of the cor pulmonale group. 
There was no correlation between sex and E.C.G. 
change. However, the group-2 pattern occurred more 
often in older individuals in whom arteriosclerotic or 
hypertensive disease co-existed, whereas the classical 


acute cor pulmonale picture (group 1) was commonest 


in patients with previously normal hearts. Furthermore, 
previous marked left axis deviation made the development 
of a group-1 pattern less likely. 

Histology revealed evidence of myocardial necrosis 
in 10 cases (5 of group 1, 4 of group 2, and 1 of group 3), 
but in the group-2 cases the changes were always more 
marked. Eight of these 10 had evidence of antecedent 
arteriosclerosis or hypertension, and the changes were 
nearly always more marked in the left than in the right 
ventricle. 


The authors analyse the factors producing the acute 
coronary insufficiency and consider them to be shock, 
right ventricular dilatation, anoxaemia, and possibly 
reflex coronary vasoconstriction. M. H. Pappworth 


1586. Unipolar Extremity Leads in Records with Large 
Q 


H. J. Lowen and H. E. B. Parpee. Annals of Internal 
Medicine [Ann. intern. Med.] 31, 456-462, Sept., 1949. 
7 refs. 


1587. Position of Precordial Leads. An Anatomical 
Study 

M. J. ROSENBURG and C. M. AGrREss. American Heart 
Journal [Amer. Heart J.] 38, 593-603, Oct., 1949. 6 figs., 
5 refs. 


1588. A Study of Pericarditis in the Light of a Series 
Observed in Finland. II. The Clinical Symptoms and 
Signs of Pericarditis and its Prognosis. [In English] 

M. SAVILAHTI. Annales Medicinae Internae Fenniae 
[Ann. Med. intern. fenn.] 38, 147-155, 1949. 18 refs. 


The author analysed the clinical features of 127 cases 
of pericarditis, of which only a few were observed 
personally. Chest pain, friction rub, Ewart’s sign, 
results of pericardial puncture, the electrocardiogram, 
and the radiograph were the special features selected for 
study. He concluded that friction rub was the most 
constant finding and Ewart’s sign valueless. A _per- 
sistently normal electrocardiogram was no proof of 
absence of pericarditis. Prognosis was good in most 
cases of acute pericarditis. [The disruption of hospital 
work in Finland during the war is blamed for the 
incompleteness of the material presented.] 

J. L. Lovibond 


1589. Acute Pericarditis Simulating Cardiac Infarction 
W. A. Bourne. British Medical Journal [Brit. med. J.) 2, 
579-580, Sept. 10, 1949. 11 refs. 


1590. Acronecrosis Due to Fibrin Thrombi and Endo- 
thelial Cell Thrombi 

W. PAGEL. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 218, 425-431, Oct., 1949. 10 figs., 
14 refs. 


Acrocyanosis followed by acronecrosis affecting the 
fingers, toes, nose, and ears in the course of malignant 
endocarditis has hitherto often been attributed to multiple 
embolism. There is reason, however, to think that the 
process is essentially the formation of fibrinous thrombi 
in the vessels and in the walls of the vessels. The process 
would appear to be immunological rather than embolic. 
This brings the phenomenon of acrocyanosis in the course 
of endocarditis more in line with polyarteritis nodosa 
and lupus erythematosus. G. F. Walker 
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1591. Thromboangiitis Obliterans Treated by Hypo- 
glycaemia 

H. MANZANEK. Lancet [Lancet] 2, 935-937, Nov. 19, 
1949. 3 refs. 


Over 20 years ago French workers described relief of 
symptoms in patients suffering from thrombo-angiitis 
obliterans and treated with daily injections of 10 to 20 
units of insulin over ‘long periods. During hypo- 
glycaemia produced by injecting large doses of insulin for 
the treatment of mental disorders, a significant increase 
in peripheral blood flow has sometimes been observed. 
These observations prompted the present investigation. 

Insulin was given twice daily to 20 patients with 
advanced thrombo-angiitis obliterans, before breakfast 
and 3 hours after the midday meal. Each course lasted 
for 20 days and was followed by an interval of 10 days. 
The number of courses depended upon the patient’s 
general condition and peripheral blood flow. The 
initial dose of insulin was 40 to 60 units in the morning 
and 60 to 80 units in the afternoon. Thereafter the dose 
was adjusted, according to the blood sugar level and 
clinical state, so as to produce a marked hypoglycaemia 
lasting for 3 hours. In the intervals between the courses 
the condition was treated by short-wave diathermy. 

In each of 20 consecutive cases the condition responded 
favourably to this treatment, other methods having failed. 
In each there was a well-marked improvement in collateral 
circulation. The response was slow but usually occurred 
during or after the first course. Improvement was 
shown by relief of pain at rest, rise in skin temperature 
and return to normal colour, relief from claudication 
pain (complete in 4 cases), lengthening of walking 
distance, improvement in growth of nails, and the appear- 
ance of hair growth on the dorsum of the toes. In 6 
cases ulcers of the toes healed during the first course of 
treatment and in one case an ulcer of an index finger 
healed during the second course. In another, a deep 
ulcer on an amputation stump healed after 4 courses of 
treatment. 

It is concluded that hypoglycaemia may account largely 
for these favourable results. Admittedly, rest in bed and 
use of diathermy were additional factors, but some of 
these patients had previously been unsuccessfully treated 
by these and other methods. F. A. Langley 


1592. Spontaneous Rupture of Syphilitic Saccular 
Aneurysms of the Ascending Aorta into the Pericardial 
Cavity, with Hemopericardium. Report of Sudden 
Death in Twenty-nine Cases 

P. GoLpsTEIN. Archives of Internal Medicine [Arch. 
intern. Med.] 84, 540-557, Oct., 1949. 27 refs. 
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1593. The Cardiology of Old Age 
C. J. Gavey. Lancet [Lancet] 2, 725-736, Oct. 22, 
1949. 26 figs., 35 refs. 


The author, in his Goulstonian lectures delivered 
before the Royal College of Physicians of London in 
1949, draws his conclusions from the cardiological study 


of 360 patients over the age of 70 years, in hospital and 
private practice in London. Thyrotoxicosis was “ not 


rare”’’. ‘“* Very few ’’ cases of heart disease of rheumatic, - 


and none of syphilitic, aetiology were encountered. No 
case of subacute bacterial endocarditis was seen, and 
only one each of chronic cor pulmonale and myxoedema 
were met with. 

Hypertension (blood pressure over 160/100 mm. Hg) 
was observed in two-thirds of the cases; the symptoms 
appeared to be less severe and the prognosis less un- 
favourable in the aged hypertensive than in younger 
groups. An attempt is made to define four groups 
into which arterial disease in most elderly patients 
is clinically separable: hypertension, arteriosclerosis, 
hypertension secondary to arteriosclerosis, and arterio- 
sclerosis secondary to hypertension. Clinical evidence 
of coronary arterial disease was found in 42 patients 
(11-6%), two-thirds of them being hypertensive. Coron- 
ary infarction [sic] had occurred in 20 cases, but proved 
fatal in only 3. Pulmonary embolism occurred in 6 
patients, 3 of whom died. There were 6 cases of aortic 
valvular disease, probably atheromatous superimposed 
on rheumatic disease. Cardiac enlargement, usually 
confirmed radiologically, was found in 38% of cases and 
well-defined murmurs were noticed twice as frequently in 
large as in normal-sized hearts. Congestive heart failure 
was present in 46 cases (12-7%). The most useful thera- 
peutic agents were digitalis, mercurial diuretics, and early 
ambulation. 


Electrocardiograms of 200 patients are analysed; | 


they were taken when indicated clinically and so include 
all kinds of anomaly seen in the aged. Entirely normal 
records were not uncommon. Minor deviations from 


the normal, such as prolonged P-R interval and T-wave 


flattening, were found to be of less significance than in 
younger age groups. The radiological appearances of 
the aged heart and aorta are described. Many showed 
no abnormality; calcification of costal cartilages other 
than the first was uncommon. The risk of operation 
in cases of senile cardiac disease is discussed. In an 
emergency the risk must be measured against the hazard 
of not operating. Generally, the total assessment of 
the patient is as important as that of the heart. The 
author concludes with some remarks on the general 
management, including the psychological, of aged 
patients with cardiac disease. P. D. Bedford 


1594. The Renal Blood Flow and the Glomerular Filtra- 
tion Rate in Congestive Heart Failure and some other 
Clinical Conditions. The Effect of Exercise and Hyp- 
oxemia 

K. Aas and E. BLEGEN. Scandinavian Journal of Clinical 
and Laboratory Investigation [Scand. J. clin. Lab. Invest.] 
1, 22-32, 1949. 19 refs. 


This is a preliminary report from Ulleval Hospital, 
Oslo, of the results obtained in the study of the renal 
blood flow and the glomerular filtration rate in normal 
subjects and in patients with congestive heart failure and 
some other conditions. The values for inulin clearance, 
endogenous creatinine’ clearance (endogenous crea- 
tinine is the term given to the chromogenous substance or 
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substances responsible for the colour in Jaffe’s picrate 
reaction), urea clearance, and the clearance of para- 
aminohippuric acid (PAH) were the same as those 
reported by earlier investigators. In normal individuals 
the average values (in ml. per minute) were as follows: 


Plasma Clearance ’ 
Renal Filtra- 
End F 
ndogenous ow ‘Fraction 
PAH | Inulin Creatinine Urea 
701 | 133 111 79 1,165 19-1 


In patients with cardiac disease at rest there was 
considerable reduction in renal blood flow and com- 
paratively slight impairment of glomerular filtration 
and consequently a high filtration fraction. It is 
thought by the authors that these results indicate a 
constriction of the efferent artery to compensate for a 
reduction in renal blood flow. In normal subjects and 
patients with cardiac disease during muscular exercise 
there was a considerable fall in PAH clearance and renal 
blood flow. The filtration fraction increased when the 
blood flow decreased. During experimental hypoxaemia 
(respiration of 9-5°% oxygen) normal subjects and patients 
with heart failure frequently showed an increase in renal 
blood flow. 

In 3 cases of chronic anaemia renal blood flow was 
reduced, but returned to normal when improvement in 
the anaemia took place. In two women with thyro- 
toxicosis the renal blood flow was increased, but decreased 
after successful methyl-thiouracil therapy in one case 
and subtotal thyroidectomy in the second case. Further 
experimental work is contemplated to investigate the 
mechanism of kidney control of the renal blood flow. 

A. I. Suchett-Kaye 


1595. Technique, Scope, and Limitations of Cardiac and 
Arterial Blood Gas Analysis in Cardiac Disease. (Tech- 
nik, Mdéglichkeiten und Grenzen der cardialen und 
arteriellen Blutgasanalyse bei Herzkranken) 

C. Mater, M. VOLKMANN, K. WIESINGER, W. Buss, 
F. Fiscuer, and K. MuLty. Cardiologia (Cardiologia, 
Basel] 14, 257-278, 1949. 5 figs., 21 refs. 


The results of cardiac catheterization and blood-gas 
analysis in 32 cases, mostly of congenital heart disease, 
are described and the conclusions to be drawn discussed. 
Haldane’s volumetric method was used for the deter- 
mination of blood oxygen content, and its advantages 
over Van Slyke’s method are set out. The actual 
technique of catheterization and of the withdrawal of 
blood specimens is described. The discovery of intra- 
cardiac shunts and of their position was the main 
objective. No attempt was made to determine the 
absolute quantities of blood involved in the shunts 
encountered as such calculations are considered 
unreliable for the following reasons: (1) the simul- 
taneous taking of arterial blood, and of cardiac blood 
through the catheter, together with the determination of 
oxygen consumption (in children in particular) is consi- 
dered difficult or impossible; (2) very slight changes in 
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the position of the intracardiac catheter cause, in the 
presence of a shunt, great differences in blood oxygen 
values, the blood at the site of the catheter being imper- 
fectly mixed; and (3) in two-directional shunts, different 
values will be found according to the phase of contrac- 
tion at the time the specimen is taken. Although such 
quantitative determinations were not made, the value of 
the method in providing proof of the existence of a shunt 
and in its location is stressed. The authors emphasize 
the value of administering oxygen in cases of incomplete 
saturation of arterial blood. When this results in increase 
in arterial oxygen saturation, the condition is one of 
pulmonary congestion and not of intracardiac shunt. 
G. Schoenewald 


1596. The Murmurs of Cardiac Aneurysm 

D. ScuerF and A. M. Brooks. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 218, 389-398, 
Oct., 1949. 10 figs., 16 refs. 


A loud “ gushing” diastolic murmur superficially 
resembling the murmur of aortic regurgitation, but 
increasing in intensity to the end of diastole, may occa- 
sionally be caused by an aneurysm of the left ventricle. 
The diagnosis may be established by electrocardiography 
combined with stethography in any case in which radio- 
logical findings are vague. Aneurysm of the left ventricle 
follows “ through-and-through ” myocardial infarction 
and its prevalence seems to depend upon the degree of 
awareness on the part of the physician whereby its 
presence is suspected, and the thoroughness of the 
search. G. F. Walker 


See also Section Pharmacology and Therapeutics, 


. Abstract 1502. 


1597. Penicillin in Subacute Bacterial Endocarditis 
R. V. Curistiz. British Medical Journal [Brit. med. J. 
2, 950-951, Oct. 29, 1949. 1 ref. 


This is the second report to the Medical Research 
Council by its Penicillin Trials Committee. It was found 
in 1946 that 4 out of 58 patients with subacute bacterial 
endocarditis treated with penicillin relapsed or died still 
infected. More recently, 15 out of 71 so treated have 
relapsed or died still infected. These figures are not 
statistically significant, but it is suggested that a dose of 
500,000 units of penicillin daily for 4 to 6 weeks is 
insufficient and that 2,000,000 units daily should be given 
for the same period. A close relation between the 
sensitivity of the organism and the results of treatment is 
shown. When the organism was 32 times (or even more) 
as resistant as the standard Oxford Staphylococcus then 
4 out of 4 patients died infected, or relapsed; with 
organisms only up to 16 times as resistant, 13 out of 
99 patients died infected, or relapsed. These results 
relate to a dose of 500,000 units daily. The larger dose 
of 2,000,000 units daily may be expected to eradicate the 
infection in nearly every case in which the infecting 
organism is not more than 8 times as resistant as the 
standard organism. For infections with more resistant 
organisms, 10,000,000 or even 40,000,000 units daily, 
with caronamide to delay the urinary excretion of 
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penicillin, will be required. Delayed relapses are not 
rare, and may be caused by infection with different 
bacteria. The rate was 2% per annum of the “ cur 
cases. Of 35 bacteriologically negative cases 6 were 
* cured ’’ (when bacteria were isolated 64 out of 129 were 
“cured’’). It is pointed out that knowledge of the 
sensitivity of the organism helps in assessing dosage; 
and therefore at least three blood cultures, aerobic and 
anaerobic, are recommended before starting therapy. 
Where penicillin had previously been used in treatment of 
the disease 4 out of 13 cases relapsed, but in 19 cases 
without previous penicillin therapy there were no 
relapses (these patients were given 2,000,000 units daily 
for 4 to 6 weeks). The recent results are said to confirm 
previous views on prognosis and causes of death (Christie, 
Brit. med. J., 1948, 1, 1) and a review of the subject is 
promised. John Anderson 


1598. Interference with Dissociation in Infectious Mono- 
nucleosis. (Interferenzdissoziation bei einem Fall von 
infektid6ser Mononucleose) 

F. O. P. TRAUTMANN and F. P. N. SCHENNETTEN. 
Deutsches Archiv fiir Klinische Medizin [Dtsch. Arch. 
klin. Med.| 196, 345-352, 1949. 2 figs», 23 refs. 


From Berlin, the authors describe a case of infectious 
mononucleosis in a young man in which marked electro- 
cardiographic changes were found. These changes 
suggested a disturbance of the heart muscle causing the 
auricular contraction to originate outside the sinus node, 
with impairment of conduction of the bundle. They 
suggest that this was due to a “mononuclear 
myocarditis *’. G. S. Crockett 


1599. Hunger Bradycardia and the Action of Atropine. 
(Ueber die Hungerbradykardie und ihre Beeinflussung 
durch Atropin) 

K. KerckHorFr and E. StURMER. Medizinische Klinik 
[Med. Klinik] 44, 1119-1121, Sept. 2, 1949. 5 figs., 
8 refs. 

The effect of atropine on bradycardia due to starvation 
was investigated in 16 patients. Their ages ranged from 
16 to 57 and the possibility that bradycardia was due to 
any other cause was excluded. The resting pulse rate 
was less than 60 a minute. Blood pressure and pulse 
rate were measured between noon and 2 p.m. (that is, 
when pulse rates have been reported to be maximal) 
before and after administration of 1-5 mg. of atropine 
intravenously. Measurements were made (1) after 20 
minutes’ rest; (2) at 1-minute intervals thrice while the 
patient was lying down; (3) at the same intervals six 
times while he was erect; (4) four times while the 
patient was lying down again after (3); (5) six times after 
exercise. The limits of error in the methods used were 
+4 beats per minute (pulse), +2-:5 mm. Hg (systolic), 
and +5 mm. Hg (diastolic blood pressure). 

After an injection of atropine pulse rate and diastolic 
pressure increased in all subjects but the effects on systolic 
pressure were variable. Pulse rate and blood pressure 
were observed in a group of recumbent normal subjects 
before and after atropine administration. These showed 
a smaller increase in pulse rate and a fall in blood pressure. 


The results indicate that bradycardia in malnutrition is 
due to increase in vagal tone. The rise in diastolic 
pressure after atropine (when the vagus is blocked) is 
due to an increase in sympathetic tone resulting in 
greater peripheral resistance. Vera N. Warren 


1600. Occurrence and Prognostic Significance of Gallop 
Rhythm. [In English] 
J. Frost. Acta Medica Scandinavica [Acta med. scand.} 
134, 153-170, 1949. 25 refs. 

This investigation was carried out on 6,000 adult 
patients, of whom 657 were examined by phonocardio- 
graphy. The added sounds in every instance were left- 


‘sided and occurred during diastole only. In healthy 


subjects the physiological third heart sounds were noted 
less frequently with advancing age. 

Gallop rhythm was present in 44°%% of patients with 
coronary thrombosis and in 17% of those with arterio- 
sclerosis and hypertension; in all of these the mortality 
rate was higher and survival time shorter than in those 
without gallop rhythm. There was also a greater inci- 
dence of abnormal electrocardiograms, left bundle- 
branch block and abnormal T waves in lead I being 
particularly common. Gallop rhythm was also present 
in 15°%% of patients with affections of the aorta and aortic 
valve;, again the prognosis was worse than in those 
without the added sounds. Gallop rhythm associated 
with rapid filling appeared to have a worse significance 
than either the auricular or the summation type. 

Gallop rhythm was noted in patients with beri-beri 
and traumatic heart disease, but was seldom present with 
mitral stenosis or thyrotoxicosis. In cases of congenital 
heart disease and constrictive pericarditis gallop rhythm 
was sometimes observed, but in these younger patients 
difficulty was found in differentiating the added sounds 
from the normal third heart sounds. 

The author’s conclusion is that gallop rhythm is a sign 
of lowered functional capacity of the heart, indicative of 
a bad prognosis; its importance lies in the frequent 
association with other adverse signs such as cardiac 
enlargement and serious electrocardiographic abnorm- 
alities. W. M. L. Turner 


1601. Auricular Fibrillation without Other Evidence of 
Heart Disease. A Cause of Reversible Heart Failure 

E. Puiturps and S. A. Levine. American Journal of 
Medicine {Amer. J. Med.] 7, 478-489, Oct., 1949. 32 
refs. 


1602. A Phonocardiographic Study of Chronic Aortitis. 
(Contribution a Ilétude phonocardiographique des 
aortites chroniques) 

A. Cato. Cardiologia (Cardiologia, Basel| 14, 279-290, 
1949. 11 figs., 20 refs. 


Phonocardiograms were taken in 33 cases of specific 
and non-specific aortitis, with and without hypertension. 
Apart from the murmurs and accentuation of the second 
sound audible with a stethoscope and directly referable 
to the aortic disease, a clinically undetectable gallop 
rhythm was found in over 50% of the cases. 

G. Schoenewald 
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1603. Ventricular Septal Defect with Aortic Incompe- 
tence. (Differential Diagnosis from Patent Ductus 
Arteriosus.) (Communication interventriculaire avec 
insuffisance aortique. (Diagnostic différentiel de la 
persistance du canal artériel) ) 

P. Souuiz, D. Routier, and P. BERNAL. Archives des 
Maladies du Caur et des Vaisseaux [Arch. Mal. Ceur] 
42, 765-780, Aug., 1949. 9 figs., 9 refs. 


Ventricular septal defect may be complicated by aortic 
regurgitation when the aortic valve becomes implicated 
in the fibrosis around the septal defect. Two such cases 
are described. Both were incorrectly diagnosed as cases 
of patent ductus arteriosus, and in both the patient was 
needlessly subjected to operation. They are reported 
to call attention to this possible cause of diagnostic error. 
The diagnostic features leading to the error were: (1) 
a to-and-fro murmur over the second and third ribs to 
the left of the sternum; (2) an increased pulse pressure; 
(3) electrocardiographic evidence of left and right 
ventricular hypertrophy; (4) the appearance of the 
heart and great vessels on radioscopy and in angio- 
cardiograms; (5) the greater oxygen content of blood 
from the pulmonary artery than of blood from the right 
ventricle. 

The difficult differential diagnosis between this 
condition and patent ductus arteriosus is fully discussed. 
The most important distinguishing point is that the double 
murmur does not sound like the continuous murmur with 
systolic accentuation which is typical of patent ductus 
arteriosus. H. E. Holling 


1604. Intravenous Catheterization of the WHeart in 
Suspected Congenital Heart Disease. Report of Seventy- 
Two Cases 

D. W. CHAPMAN, D. M. Ear.e, L. J. GuGe, R. A. 
Hucoins, and W. ZimpaAHt. Archives of Internal 
Medicine [Arch. intern. Med.] 84, 640-659, Oct., 1949. 
7 figs., 23 refs. 


This is a simple account from Baylor University 
College, Texas, of the value of cardiac catheterization in 
the diagnosis of congenital heart disease. Full details 
are not given, but only those pertaining to illustrative 
cases. [Nothing new is described.] Conditions of 
which examples are reported in more or less detail 
include coarctation of the aorta with patent ductus, 
idiopathic pulmonary hypertension, atrial septal defect, 
persistent truncus arteriosus, patent ductus, Fallot’s 
tetralogy, Fallot’s tetralogy together with patient ductus, 
possible tricuspid atresia, and idiopathic dilatation of the 
pulmonary artery. Paul Wood 


CORONARY DISEASE 


1605. Triple Heart Rhythm as a Sign of Cardiac Pain 
W. Evans. Lancet [Lancet] 2, 737-739, Oct. 22, 1949. 
6 figs., 4 refs. 


A series of 285 ambulant patients with recurrent chest 
pain suggesting coronary artery disease, and without 
cardiac valvular disease or hypertension, were examined 
for clinical evidence of cardiac infarction. In 139 in 


whom the electrocardiogram was physiological, no 
abnormal physical signs were found; of the remaining 
146 with electrocardiographic evidence of infarction, 
41 (28%) had triple heart rhythm. This was best heard 
at the lower end of the sternum with the patient reclining; 
in a few instances it was audible only after exercise, 
Incidence was unrelated to age, sex, length of time since 
onset of pain, or site of infarct. It was lower in those 
with a high normal blood pressure, and higher where 
pain was prolonged or present at rest. Cardiac enlarge- 
ment was associated twice as frequently with triple 
rhythm (65%) as with dual rhythm (35%), and heart 
failure eight times as commonly (49% and 6% 
respectively). 

Differential diagnosis from the triple rhythms of 
delayed auriculo-ventricular conduction and bundle- 
branch block is briefly discussed and illustrated with 
composite electrocardiograms and phonocardiograms. 
The author concludes that a diligent search for this sign 
will enable cardiac infarction to be recognized clinically 
in a quarter of those cases in which the diagnosis is 
subsequently confirmed by electrocardiography. 

McC. Giles 


1606. Myocardial Infarction. Observations on One 
Hundred Patients Who Survived up to Six Years 

G. Y. MILLs, A. J. Simon, F. CisNeros, and L. N. Katz. 
Archives of Internal Medicine [Arch. intern. Med.] 84, 
632-639, Oct., 1949. 1 fig., 10 refs. 


This is a follow-up study of 100 patients of the Michael 
Reese Hospital, Chicago, who survived for from 1 to 6 
years after acute myocardial infarction. The majority 
were working at their former jobs. 

The electrocardiograms showed little restitution 
towards normal in 77, partial restitution in 14, and com- 
plete change to normality in 9. The incidences of 
hypertension and of angina pectoris were similar in the 
three groups and bore no relation to the behaviour of the 
electrocardiogram, but heart failure was practically 
confined to those whose electrocardiograms showed 
little restitution. Three illustrative electrocardiograms 
are reproduced. A conspicuous Q wave was present 
both in the cases showing persistent gross changes and 
in the cases of partial restitution, but there was no 
abnormal Q wave when restitution was complete. 

Paul Wood 


1607. Studies on the Coronary Circulation. VI. Loss 
of Myocardial Contractility After Coronary Artery 
Occlusion 

M. PRINZMETAL, L. L. ScHwaRTz, E. Corpay, R. 
SPRITZLER, H. C. BERGMAN, and H. E. KruGer. Annals 
of Internal Medicine [Ann. intern. Med.] 31, 429-449, 
Sept., 1949. 12 figs., 20 refs. 


The authors studied the effects on myocardial function 
of coronary artery ligation in 30 anaesthetized dogs. 
The heart was exposed and the anterior descending 
branch of the left coronary artery was ligated. Motion 
pictures in colour of the heart in situ were made at 48 to 
100 frames per second. Proximal ligation of the artery 
produced ballooning and complete loss of contractility 
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of the ischaemic myocardium. Ballooning was _ in- 
constant or transient when the ligature was more distally 
placed and was associated with a retention of contractility 
in some ischaemic areas, from which the authors conclude 
that a reasonable collateral circulation exists between the 
coronary arteries. The clinical significance of this 
alteration in contractility is discussed and three illustrative 
case histories are quoted. 

It was also found that extrasystoles could be induced 
in the ischaemic tissue by direct electrical stimulation 
and that conductivity between the normal and ischaemic 
tissue was not altered. Increasing the amount of work 
to be done by the heart by incomplete clamping of the 
aorta produced considerable increase in the ballooning 
of the ischaemic areas. R. H. J. Fanthorpe 


1608. Studies on the Coronary Circulation. VII. The 
Remarkable Reserve Power of the Heart 

E. CorDay, R. SPRITZLER, and M. PRINZMETAL. Annals 
of Internal Medicine [Ann. intern. Med.] 31, 450-455, 
Sept., 1949. 3 figs., 9 refs. 


The authors studied the reserve power of the heart 
in anaesthetized dogs by the successive ligation of the 
following coronary arteries at approximately 10-minute 
intervals: (1) anterior descending branch; (2) posterior 
descending artery; and (3) all the major arteries running 
along the left auriculoventricular groove. The dogs were 
anaesthetized with “‘ nembutal’’ (pentobarbitone) and 
completely atropinized; femoral blood ‘pressure was 
recorded by means of a cannula and manometer and slow 
motion pictures in colour were taken of the heart. In 
two experiments the myocardial circulation after ligation 
was demonstrated by fluorescein injection and photo- 
graphy by ultraviolet light, and after the completion of 
one experiment radio-opaque material was injected into 
the coronary arteries and radiographs taken. 

It was found that as little as 15° of functioning ventri- 
cular muscle was sufficient to maintain an adequate 
systemic circulation without fall of blood pressure or 
development of left ventricular failure, while in one 
experiment an asphyxial rise of blood pressure from 100 
to 200 mm. Hg occurred despite mass ligation of the 
coronaries. The authors consider that the Thebesian 
circulation supplied little or no blood in these circum- 
stances and that their observations may offer a possible 
explanation for the development of cardiac dilatation 
and hypertrophy in the absence of hypertension, and for 
the prolongation of life, despite widespread coronary 
artery disease. R. H. J. Fanthorpe 


DISORDERS OF CIRCULATION 


1609. Experiences with Tetraethylammoniumbromide. 
{In English] 

G. Bi6rck and B. Esrup. Acta Medica Scandinavica 
[Acta med. scand.] 133, 299-320, 1949. 6 figs., 14 refs. 


This study of the effects of tetraethylammonium 
bromide was carried out both experimentally and 
clinically on hypertensive patients and those suffering 


from peripheral vascular disease. Following the intra- 
venous administration of tetraethylammonium bromide 
there was tachycardia with a transient fall in the blood 
pressure, more pronounced in hypertensive than in 
normal subjects. There was no change in the electro- 
cardiogram, and no evidence of increased coronary 
blood flow. The skin temperature was raised and 
patients with peripheral vascular occlusion experienced 
subjective improvement. Following repeated injections 
the exercise tolerance of these patients increased and 
there was oscillographic evidence of improved peripheral 
circulation. Some side-effects were noted, the most 
frequent being orthostatic giddiness, drowsiness, sweat- 
ing of the hands and feet, and a metallic taste in the 
mouth. Tetraethylammonium bromide is not recom- 
mended for patients with complete heart-block. 
W. M. L. Turner 


1610. The Spontaneous Rhythm of Skin Circulation in 
Normal Persons and in Patients with Vascular Disturbances 
in the Limbs. (Die Spontanrhythmik der Hautdurch- 
blutung beim Gesunden und bei Gefassst6érungen der 
Gliedmassen) 

R. VOLKER. Deutsches Archiv fiir Klinische Medizin 
[Dtsch. Arch. Klin. Med.| 194, 719-734, 1949. 14 figs., 
16 refs. 


Spontaneous variations in blood flow to the fingers 
(so-called waves of the third order) were studied in sick 
and healthy people at the Medical Department of 
G6ttingen University. This rhythm was as obvious on 
graphic records of the skin temperature as it was on 
plethysmograms, and all investigations were therefore 
made by recording the skin temperature. In normal 
people the spontaneous rhythm of blood flow was more 
marked in the feet than in the hands. The fact that it was 
abolished by sleep and that the rhythm was the same at 
corresponding points of opposite limbs suggested that it 
depended on some central mechanism. Sympathetic 
block and reflex induction of vasodilatation, however, 
increased the volume and frequency of the rhythm, and 
this fact suggested that there was also some local control. 
Injections of ergotamine tartrate (‘ gynergen’’) and 
neostigmine reduced or abolished the variations, while 
injections of atropine only increased them slightly. 
Great variations in skin temperature were recorded in 
healthy people at rest, and the author concluded that 
such variations were proof of normality of blood vessels, 
even though the cause of these variations may have been 
a certain lability of vasomotor control. One patient 
whose hypothalamus had been injured during an opera- 
tion showed no spontaneous variations of skin tempera- 
ture in any of the limbs. Patients suffering from 
arteriosclerosis, endangiitis obliterans, and Raynaud’s 
disease were also investigated, and the author concluded 
that the appearance of spontaneous variations in skin 
temperature after warming of the trunk or sympathetic 
nerve block suggests that the limb condition would 
benefit from treatment, even if the skin temperature did 
not rise. [All conclusions in this paper are supported by 
illustrative records but the number of observations is not 
given.] E. M. Glaser 
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1611. Ocular Symptoms in the Carotid Sinus Syndrome. 
(Symptomatologie oculaire du syndrome sino-carotidien) 
A. FRANCESCHETTI and M. Doret. Revue Médicale de 
la Suisse Romande (Rev. méd. Suisse rom.] 69, 603-612, 
Sept., 1949. 16 refs. 


Manual compression of the carotid sinus in the 
normal subject causes a slight slowing of the heart rate, 
a slight fall in arterial blood pressure, and dilatation of 
the pupil (Tschermak’s test); the retinal arterial tension 
also tends to fall slightly. In certain pathological condi- 
tions there may be a hyperexcitability of the carotid 
sinus and carotid body, the response to Tschermak’s 
test being abnormally accentuated, with marked cardiac 
inhibition and vasomotor depression. In such cases 
there is often a fairly characteristic clinical picture of 
paroxysmal attacks, the subjective symptoms of which 
(including visual disturbances) are referable to a more 
or less transitory cerebral anaemia, and which may be 
provoked by manual compression at the carotid bifurca- 
tion. To this condition the term “ carotid sinus syn- 
drome ”’ has been applied. 

The sudden disturbances of the cerebral circulation 
and, in particular, the sudden variations of the normal 
relation between systemic and retinal arterial blood 
pressure may be associated with more definite ocular 
defects. Cases are described in which diminution of 
visual acuity, contraction of the visual fields, enlarged 
scotomata, and a low and variable retinal arterial 
tension were observed, usually in the course of a par- 
oxysmal attack, but also as a chronic and progressive 
condition; it was noted in some cases that after the 
subcutaneous injection of atropine the abnormal ocular 
signs temporarily became less marked or disappeared 
and the subjective symptoms were temporarily relieved. 

Cases are also reported in which the carotid sinus 
syndrome was associated with thrombosis of the central 
vein of the retina or one of its branches, followed in one 
case by secondary glaucoma of the same eye, and in 
another case by glaucoma of the other eye. 

[Mention is made of local therapeutic measures— 
“infiltration anaesthesia of the carotid sinus, nerve 
section with excision of the carotid body, x rays ’— 
but nothing is said about the results.] 

Joseph Parness 


1612. Erythermalgia (Erythromelalgia) of the Extremities 
in a Soldier 

J. J. SILVERMAN. Military Surgeon [Mil. Surg.] 105, 
240-243, Sept. 1949. 1 fig., 8 refs. 


A detailed report is given of the case of a 23-year-old 
soldier who was invalided home from overseas because 
of a history of pain, redness, and swelling of his extre- 
mities when exposed to warmth. Each attack lasted for 
several hours and the symptoms were relieved by rest, 
elevation of the extremities, and the application of cold. 

Detailed clinical and laboratory investigation yielded 
no relevant information beyond the fact that the symp- 
toms could invariably be induced by heat and relieved by 
cold. Histamine desensitization and administration of 
atropine and adrenaline were without benefit. The 
aetiology of the condition is unknown and treatment 


unsatisfactory. A distinction must be drawn between 

primary and secondary erythermalgia, for in the latter, 

correction of the underlying disorder may bring relief. 
Geoffrey McComas 


HYPERTENSICN 


1613. The Minimal Sodium Diet: A Controlled Study of 
Its Effect Upon The Blood Pressure of Ambulatory 
Hypertensive Subjects 

M. LANDowng, W. S. THOMPSON, and B. Rusy. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.] 
34, 1380-1399, Oct., 1949. 8 figs., 20 refs. 


In hypertension, restriction of sodium has frequently 
been reported to be accompanied by a reduction in blood 
pressure. Total restriction of sodium intake, however, 
is only possible under hospital conditions. The authors 
therefore attempted to prescribe a diet for out-patients 
in order to determine whether or not any real therapeutic 
benefits could be achieved. The diet was calculated to 
have a sodium content of under 300 mg. a day, while an 
adequate calorie and protein intake was maintained. 
This type of study involved some risk that the patient 
would not adhere strictly to the dietetic instructions. 
In order to control this factor occasional 24-hour urine 
samples were analysed; if the daily urinary output of 
sodium fell below 500 mg. adherence to the diet was 
assumed. Only 8 patients satisfied these criteria and 
they showed an average fall of 5 mm. Hg in the diastolic 
pressure and 8 mm. Hg in the systolic pressure during 
the salt-restricted period, compared with a control 
period. Statistical analysis was thought to indicate 
that these results were significant. In some patients 
response was distinctly better than in others, but no 
criteria are as yet available for the selection of patients 
in whom a good clinical response might be expected. 
[Spontaneous blood pressure fluctuations in hypertensive 
subjects are so common that it is difficult to feel convinced 
that any worth-while resu!t was achieved in this series of 
observations. ] J. McMichael 


1614. Hypertensive Cardiovascular Disease. An Experi- 
mental Study of Tissue Changes in Bilaterally Nephrec- 
tomized Dogs 

E. E. MUIRHEAD, J. VANATTA, and A. GROLLMAN. 
Archives of Pathology {Arch. Path.] 48, 234-254, Sept., 
1949. 5 figs., 20 refs. 


In two previous papers (Amer. J. Physiol., 1949, 156, 
443 and 157, 21), the authors described experiments in 
which the life of bilaterally nephrectomized dogs was 
prolonged by giving an electrolyte-free diet and by the 
use of the artificial kidney. The average survival period 
of untreated animals was 4-7 days and of treated animals 
7-1 days. All the treated dogs developed a substantial 
degree of hypertension, a finding not consistently made 
by previous workers. The authors consider that two 
conditions are essential for the development of hyper- 
tension in this experiment: (a) that the general condition 
of the animals be good; and (b) that the survival period 
exceed 5 days. Their results are not consistent with the 
theory that cardiovascular hypertension may be caused 
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by a renal pressor substance produced by a diseased 
kidney; they support, however, the authors’ theory that 
hypertension may be caused by the holding in abeyance 
of some internal secretory function of the kidney. 

In the present paper the results are reported of an 
extensive histological study of the tissues of 71 animals 
subjected to bilateral nephrectomy (27 of which were 
treated with electrolyte-free diet only and the remainder 
also with the artificial kidney) and the findings are com- 
pared with those in 6 human cases of cardiovascular 
hypertension. In the experimental material the main 
changes found were haemorrhages, arterial lesions, and 
muscular degeneration. The arterial lesions generally 
resembled those of ** malignant hypertension ’’, but more 
stress is laid on the degenerative changes in muscle. 
Plain muscle was consistently affected, a patchy degenera- 
tive lesion being found particularly frequently in the 
gastro-intestinal tract, severe lesions being associated, 
in 11% of the animals, with intussusception. These 
changes are considered to be in every way similar to the 
early degenerative lesions seen in the plain muscle fibres 
of the media in arteries. Similar changes were less 
frequently found in the myocardium, and the skeletal 
muscles invariably escaped aliogether. While degenera- 
tive lesions in the myocardium in the human cases were 
decidedly uncommon, patchy fibrosis without evidence 
of advanced coronary disease was found in man. 
The authors suggest that these fibrotic areas may have 
resulted from the healing of degenerative lesions, and 
consider that this may explain the frequency of cardiac 
failure as a mode of death in cardiovascular hypertension. 

G. J. Cunningham 


1615. Electrocardiographic Investigation of 264 Cases of 
Hypertension 

P. BECHGAARD. British Medical Journal (Brit. med. J.] 
2, 1089-1090, Nov. 12, 1949. 8 refs. 


The author has studied the electrocardiograms 
(E.C.G.), taken over periods ranging from 4 to 11 years, 
of 264 cases of hypertension seen at the Rigshospital, 
Copenhagen, two-thirds of the patients being women 
and all being under 60 years of age. Patients with cardiac 
infarction and those who died during the period of 
observation were excluded from the analysis. An 
E.C.G. with no changes other than those of left axis 
deviation was regarded as normal. By E.C.G. improve- 
ment is meant an increase in amplitude of T, and T, by 
at least 0-1 mV. 

A normal E.C.G. was found at the first and at all 
subsequent examinations in 162 cases, while in 48 cases 
the E.C.G. was initially normal, but later showed 
evidence of a myocardial lesion. Significant changes 
were present in the first E.C.G. without subsequent 
change or abnormality in 45 cases. In only 9 cases did 
an initially abnormal E.C.G. subsequently change 
towards normal; in 3 of these cases extrasystoles, and in 
3 others evidence of a left axis deviation, disappeared. 
Therefore real spontaneous improvement was seen in 
only 3 of the 264 cases and the author concludes that 
the E.C.G. can be used as a safe guide to the efficacy 
of any form of treatment in hypertension. 


The author also analysed mortality figures in 1,000 
cases of hypertension, comparing them with the average 
mortality among the Danish population of the same age 
distribution. If the E.C.G. showed myocardial involve- 
ment, the mortality was 54 times higher than the aver- 
age among the men and 3 times greater among the 
women. The corresponding figures if the E.C.G. was 
normal were 2 and | respectively. 

[The weakness of many papers on hypertension is the 
lack of agreement as to what constitutes hypertension. 
The author accepts a reading of 160/100 mm. Hg at the 
first examination as abnormally high in any patient under 
60 years. ] M. H. Pappworth 


1616. On the Occurrence of Renin in the Blood of 
Hypertensive Patients 

E. Myton and L. R. FREEDMAN. American Heart 
Journal [Amer. Heart J.] 38, 509-516, Oct., 1949. 2 figs., 
12 refs. 


Control experiments on dogs’ blood to which known 
amounts of hog renin had been added showed that renin 
free from hypertensinase could be extracted from dried 
plasma by the use of 40°4 ammonium sulphate solution. 
The renin content was assayed in the blood of dogs or 
cats; an amount probably as small as <3 to soo Swingle 
unit of renin in 20 ml. plasma could be detected. 

The plasma from 50 ml. of blood withdrawn from each 
of a series of 21 hypertensive patients (3 with and 15 
without renal disease and 3 with toxaemia of pregnancy) 
was treated and assayed in the same way. In 17 cases 
the results were negative, in one case moderately positive, 
and in 3 cases slightly positive. The blood giving a 
moderately positive reaction was withdrawn from a 
patient in acute cardiac failure, and the finding is probably 
not related to the earlier hypertension. The results in 
the 3 cases of slightly positive reaction indicate that the 
quantities of renin present were much too small to elicit 
even a minimal pressor effect on intravenous injection. 

R. T. Grant 


1617. Endocrine Factors in Hypertension; Treatment by 
Roentgen Irradiation of the Pituitary and Adrenal Regions 
J. H. Hutton, J. T. Case, E. C. OLSON, W. W. Furey, 
S. FAHLstRoM, W. L. CuLpeprer, and E. E. MADDEN. 
Radiology [Radiology] 52, 819-828, June, 1949. 22 refs. 


The hypothesis is put forward that the secretions of the 
pituitary and adrenal glands play some part in the 
causation of hypertension. It is suggested that small 
doses of x rays of the order of 50 to 100 r have a regulating 
effect on pituitary and possibly on adrenal function, 
the condition of over 70% of 722 patients being improved 
by this treatment. Large doses did not have the 
same effect and when re-treatment was required it was 
found advisable to wait for some time and to give 
low doses again. The treatment may continue to 
relieve symptoms over a considerable period, even for 
6 to 8 years, but eventually ceases to be effective. 

M. C. Tod 


See also Section Pathology, Abstract 1527. 
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1618. Change in Tendency to Aggregate as an Expression 
of Disease of Erythrocytes. (Die veranderte Agglome- 
rationsbereitschaft als Ausdruck von Erkrankungen der 
roten Blutk6rperchen) 

F. Miczocnu, C. WUNDERLY, and F. WUHRMANN. Acta 
Medica Scandinavica (‘Acta med. scand.] 134, 260-274, 
1949. 32 refs. 


The erythrocyte sedimentation rate depends on the 
production of aggregates of erythrocytes, and the rate is 
increased when such clumps are larger than normal. 
Factors in the plasma producing clumping include 
fibrinogen and certain globulins, but the tendency to form 
aggregates varies in different species of animals. 

Erythrocytes were washed several times in normal 


saline and after re-suspension in a solution of pectin, a . 


colloid substance, the sedimentation rate was estimated 
for 2 hours by Westergren’s method. Certain variations 
were noted in different concentrations of pectin, and 
therefore the ordinary sedimentation rate was estimated 
also. Erythrocytes from patients with pernicious 
anaemia showed more rapid sedimentation but the rate 
approached the normal in remission. The presence of 
post-haemorrhagic anaemia did not influence sedimenta- 
tion. In leukaemia and other disorders of the bone 
marrow sedimentation in pectin was more rapid, but in a 
few cases of epidemic hepatitis and of obstructive jaundice 
it was slower, a unique finding. The authors believe 
that by their test they can distinguish between disorders 
of erythrocytes and disorders in which erythrocytes are 
affected only secondarily. E. Neumark 


1619. Hematologic Studies in Hiroshima and a Control 
City Two Years after the Atomic Bombing 

F. M. J. V. NEEL, and K. Archives 
of Internal Medicine [Arch. intern. Med.] 84, 569-604, 
Oct., 1949. 4 figs., bibliography. 


1620. Nitrogen Mustard Therapy in 18 Cases of Malig- 
nant Haemopathy. (Sur dix-huit cas d’hémopathies 
malignes traitées par la moutarde a |’azote) 

H. Tsevrenis, A. C. THUILLIEZ, and B. Foussier. Presse 
Medicale (Pr. méd.] 58, 18-20, Jan. 14, 1950. 3 figs., 
14 refs. 


1621. The Treatment of Acute Leukemia with Folic Acid 
Antagonists 

J. M. Stickney, S. D. Mitts, A. B. HAGEDORN, and T. 
Cooper. Proceedings of the Staff Meetings of the Mayo 
Clinic [Proc. Mayo Clin.] 2A, 525-533, Oct. 12, 1949. 
3 figs., 12 refs. 


During a period of 14 months the authors treated 21 
children and 33 adults suffering from acute leukaemia 
with folic acid antagonists. They used mainly amino- 
pterin and “ a-methopterin’’ (4-aminomethylpteroyl- 
glutamic acid) in doses of 1 mg. intramuscularly or 


orally daily until toxic manifestations appeared, admini- 
stration being continued for as long as the condition of 
the patients permitted. Blood transfusions were given 
and antibiotics as required. In those cases in which 
response was favourable the degree of immaturity in the 
blood and marrow diminished, and the authors have 
observed a change to normal in the peripheral blood but 
not in the bone marrow as a result. In some instances 
the leucocyte count fell: rapidly, while the haemoglobin 
value and erythrocyte count returned to normal. With 
clinical improvement of the patient the spleen and lymph 
nodes diminished in size and pain lessened. Remissions 
were more readily obtained in children than in adults, 
but no remission was maintained, and at the time of 
writing all the patients still alive had relapsed and their 
marrow was leukaemic. Remissions lasting for up to 
4 months were observed in 5 out of 21 children, and 
3 out of 33 adults. John F. Wilkinson 


1622. Leukemia in the Negro 
P. Pizzo_ato. Journal of the National Medical Associa- 
tion [J. nat. med. Ass.] 41, 214-219, Sept., 1949. 17 refs. 


This paper is a contribution to the study of the racial 
incidence of the leukaemias. In the decade 1937-47 
85 cases were observed among 318,248 negroes admitted 
to the Charity Hospital, New Orleans, while 166 cases 
were seen among 257,514 white patients admitted. 
There do not appear to be any clinical differences 
between leukaemia in negroes and in the white races, 
and the prognosis is the same. There seems no doubt 
that, in the area under survey, leukaemia is less common 
in negroes than in the white races. A. Piney 


See also Section Pathology, Abstract 1531. 


1623. Study of Prothrombin Consumption During the 
Coagulation of Blood. Its Application to Diagnosis in 
147 Cases of Haemophilia and other Haemorrhagic 
Syndromes. (Etude de la consommation de la prothrom- 
bine au cours de la coagulation du sang. Son application 
au diagnostic de ’hémophilie et des autres syndromes 
hémorragiques (147 cas) ) 

J. P. Soutter. Annales de Biologie Clinique [Ann. Biol. 
clin.] 7, 305-310, July—Sept., 1949. 1 fig., 9 refs. 


The consumption of prothrombin in the clotting pro- 
cess was studied by allowing blood to stand for 4 hours 
at 37° C., then treating the serum as for estimation of 
prothrombin time by Quick’s method, save that the 
thromboplastin and serum were left in contact for 
exactly 60 seconds, and that in place of calcium chloride 
0-2 ml. 0-5% fibrinogen was added. If time of consump- 
tion is plotted against percentage of prothrombin 
remaining the former is seen to vary little until 60 to 
70% of the prothrombin is consumed, but the curve then 
rises rapidly. 
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In normal individuals times were greater than 50 
seconds for venous blood (equivalent to 80% consump- 
tion) or 3 minutes for capillary blood. In 24 haemo- 
philics out of 28 the time of consumption was less than 
10 seconds (equivalent to 50% consumption) for venous 
or capillary blood. Transfusion prolongs these times 
into the normal range. In patients whose haemor- 
rhagic diathesis was due to a circulating anticoagulant 
results were indistinguishable from those in haemophilia. 
In the majority of cases of thrombocytopenia consump- 
tion times were very short, indicating a small consump- 
tion of prothrombin, if venous blood was used, but 
were within normal limits if capillary blood was used. 
This fact permits clear differentiation from other 
G. Discombe 


ANAEMIA 


1624. Risk of Neurological Complications in Pernicious 
Anaemia Treated with Folic Acid 

M. C. G. IsRAELS and J. F. WiLkiInson. British Medical 
Journal [Brit. med. J.) 2, 1072-1075, Nov. 12, 1949. 
1 fig., 25 refs. . 


The authors summarize the findings recorded in 19 
papers published in 1947 and 1948 on the development 
of neurological complications in cases of pernicious 
anaemia treated with folic acid. The authors followed 
up for 3 years a series of 20 patients with pernicious 
anaemia treated at Manchester Royal Infirmary with 5 
to 20 mg. folic acid orally a day. Of these, 4 rapidly 
and 9 gradually developed neurological signs during 
treatment; in 3 cases signs were aggravated and only in 
4 were there no neurological signs after 3 years of folic 
acid therapy. The authors describe illustrative cases. 
The time of onset of neurological complications was 
very variable. 

The authors have never seen a case of pernicious 
anaemia which failed to respond to an active liver 
preparation but did respond to folic acid. The authors 
conclude that folic acid should not be used in the treat- 
ment of pernicious anaemia. They point out that 
neurological complications of non-Addisonian macrocytic 
anaemias are very rare (they cite 3 such cases from the 
literature) and therefore conclude that the use of folic 
acid in such anaemias is justified. 

[The authors re-state what is now generally regarded 
as proven. ] M. H. Pappworth 


1625. Pteroyl-polyglutamic Acids in the Treatment of 
Pernicious Anemia 

J. F. WILKINSON and M. C. G. Israéts. Lancet [Lancet] 
2, 689-691, Oct. 15, 1949. 3 figs., 13 refs. 


The authors describe the treatment of 13 patients 
suffering from pernicious anaemia with large doses of 
synthetic folic acid conjugates, pteroyl-y-trighutamic acid 
(teropterin) and pteroyl-a-diglutamic acid (diopterin). 
The 8 patients treated with teropterin alone (by the 
intravenous, intramuscular, and oral routes) all showed a 
classical haematological response, while 3 patients 
showed a reasonable response to minimal doses of 


diopterin. In one of 2 patients who were given diopterin 
followed by teropterin a poor response to diopterin was 
followed by a satisfactory response to teropterin, and in 
the other a satisfactory response was obtained to both. 
The authors suggest that their results show that patients 
with pernicious anaemia can hydrolyse and utilize folic 
acid conjugates, both of the naturally occurring type and 
of types that do not occur in nature. Previous workers, 
who have reported variable results following the admini- 
stration of conjugates, have used those occurring 
naturally, which are often associated with conjugase 
inhibitors. It has been suggested that the role of the 
effective principle in liver is to liberate folic acid from its 
conjugated forms. If the conjugated forms are given 
together with conjugase to the patient with pernicious 
anaemia who lacks the liver principle this liberation does 
not occur. The present authors attribute their successful 
results to the fact that inhibitors were absent from their 
materials since they were synthetic. They claim that 
these results prove that neither folic acid nor its conju- 
gates play any major part in the aetiology of the human 
pernicious anaemia syndrome and that there is no ° 
reason for supposing that in pernicious anaemia there is a 
failure to release free folic acid from its conjugated forms. 

[Their results are of considerable interest, but their 
interpretation of the significance to be attached to them 
is clearly open to discussion.] Janet Vaughan 


1626. Experimental Production of a Nutritional Macro- 
cytic Anemia in Swine 

G. E. CARTWRIGHT, B. TATTING, H. ASHEN-BRUCKER, 
and M. M. Wintrose. Blood [Blood] 4, 301-323, 
April, 1949. 8 figs., bibliography. 


The experimental production of anaemia in animals is 
discussed and the literature reviewed. The authors 
then describe the production of macrocytic anaemia in 32 
weanling Chester-White pigs (21 to 28 days old) which 
were given basal diets containing casein (10 to 26%), 
sucrose, lard, and salts, together with appropriate 
supplements of vitamins A, B, and D, sulphasuxidine, 
and folic-acid antagonists. The animals were divided 
into 4 groups according to the type and amount of 
casein preparation in the diet, 2 being given “* crude” 
casein (good “ extrinsic factor” activity), 10 and 26% 
respectively, and the other 2 “* purified’ casein (poor 
“extrinsic factor’ activity), 10°, the animals in the 
fourth group receiving intramuscular liver extract in 
addition. 

All the animals developed severe macrocytic anaemia, 
leucopenia (mainly polymorphonuclear reduction), slight 
thrombocytopenia, and hyperplasia of the bone marrow 
with some increase in the numbers of immature nucleated 
erythrocytes. Anaemia developed most readily in those 
animals receiving only 10° of purified casein and was 
delayed in those having 26% of crude casein, although 
the latter group showed a greater degree of macrocytosis 
in the same period of time. The degree of macrocytosis 
increased with the duration of the anaemia. The changes 
noted in the blood were not prevented by giving liver 
extract intramuscularly, but both the blood and bone 
marrow changes were rapidly brought back to norma 
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by the administration of pteroylglutamic acid, pteroyldi- 
glutamic acid, pteroyltriglutamic acid, or pteroylhepta- 
glutamic acid. Administration of thymine and xantho- 
pterin had little or no influence, while tyrosine, adenine, 
and uracil were ineffective. Some haematopoietic 
activity was observed in a few animals following the 
administration of crystalline vitamin B,, and certain 
purified liver extracts, but it was not comparable in degree 
to that produced by giving the folic acid derivatives. The 
urinary excretion of uric acid and hydroxyphenyl com- 
pounds was not altered by pteroylglutamic-acid therapy, 
but allantoin excretion was markedly increased during the 
period of reticulocytosis. The authors suggest that both 
pteroylglutamic acid and a liver factor similar to or 
identical with vitamin B,, are required for normal 
haematopoiesis in the pig. John F. Wilkinson 


1627. Clinical, Serological, and Therapeutic Study of a 
Case of Marchiafava—Micheli Disease. (Etude clinique, 
sérologique et thérapeutique de la maladie de Marchia- 
fava—Micheli) 

J. Bousser and P. VERNANT. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris (Bull. Soc. méd. 
Hop. Paris] 65, 1030-1040, Oct. 14, 1949. 26 refs. 


_ This is a detailed clinical, serological, and therapeutic 
study of a case of nocturnal haemoglobinuria, and is 
complementary to the classical paper of Dacie (Clin. Sci., 
1948, 7, 65). Spina bifida occulta was present in this 
case; little attention would have been paid to this finding 
if Hamburger and Bernstein had not noticed the same 
congenital abnormality in 2 of their cases. It is thus 
impossible to exclude the existence of a congenital 
predisposition to the disease. 

The question of the role of complement in haemolysis 
was investigated. All processes that destroy complement 
inhibit haemolysis—for example, heating to 57° C. for 
half-an-hour or addition of large amounts of heparin. 
If fresh guinea-pig serum is added to human serum there 
is an increase in the haemolytic power against the 
patient’s erythrocytes. It seems clear that only the 
thermolabile component of human complement is 
necessary for the reaction. The role of the kidney is 
discussed and it is assumed that there is a reduction in its 
threshold to iron. [The details should be read in the 
original. ] A. Piney 


1628. On the Relationship of Blood Group A to Rh 
Immunization and the Occurrence of Hemolytic Disease 
of the Newborn 

S. P. Lucta, M. L. Hunt, and J. C. TALBor. Science 
[Science] 110, 329-330, Sept. 30, 1949. 2 refs. 


ABO blood-group frequencies in a random sample of 
population are compared with those of immunized 
Rh-negative women and their babies. Among 228 
immunized Rh-negative women there were 124 who bore 
babies suffering from haemolytic disease of the newborn. 
Of these 124 women, 66 or 53:2% belonged to group A. 
The number of group-A Rh-negative women with 
affected children was higher than was expected, whereas 
a normal distribution of ABO groups was found among 
the affected babies. John Murray 
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1629. Subacute Myelosclerosis. Report of Three Cases 
E. E. Woop and C, T. ANpRews. Lancet [Lancet] 2, 
739-743, Oct. 22, 1949. 4 figs., 15 refs. 


The authors report 3 cases of myelosclerosis, occurring 
in a girl aged 16, a man aged 32, and a boy aged 24, all 
of whom died after a relatively brief illness, lasting 10 
months, 4 months, and 5 months respectively. The only 
common findings were the presence of a leuko-erythro- 
blastic anaemia and the difficulty or impossibility of 
obtaining a specimen of sternal marrow, owing to its 
replacement by bone. The first 2 patients had marked 
limb pains, and radiographs showed alterations in the 
density and structure of various bones. Splenomegaly 
was present only in the third case. At necropsy there 
was evidence in all 3 of extramedullary haematopoiesis 
involving the liver and spleen and, in the sternum and 
long bones, an increase in the spongiosa at the expense 
of the cortex and marrow. The authors draw attention 
to the fact that radiological evidence of the disease may 
be found even in acute and subacute cases, and emphasize 
the importance of radiography of the long bones in cases 
of refractory anaemia associated with limb pains or 
backache. H. McC. Giles 


1630. Chronic Nonleukemic Myelosis. Report of Six 
Cases 

C. MERSKEY. Archives of Internal Medicine [Arch. 
intern. Med.] 84, 277-292, Aug., 1949. 43 refs. 


Non-leukaemic myelosis is 
leukaemia by the orderly hyperplasia of the myeloid cells 
in the bone marrow, without the invasive behaviour 
seen in true leukaemia, by the prolonged course of the 
condition, by the slight degree of anaemia, and by the 
non-leukaemic state of the bone marrow, which does not 
show immaturity at the myeloblast level. Nevertheless, 
the author believes that the condition may be a mild 
variant of leukaemia, differing only in degree. He 
thinks it possible that polycythaemia vera, non-leukaemic 
myelosis, true leukaemia, and even osteosclerosis and 
myelofibrosis may have a common origin. He describes 
6 cases of this syndrome, in 2 of which necropsy reports 
were at his disposal. The chief symptoms were head- 
aches and dragging pain in the abdomen due to the 
enlarged spleen over a period of a year or more. The 
patients were in the sixties and seventies. Examination 
showed that the spleen was always enlarged, sometimes 
to as much as five fingerbreadths below the costal margin. 
Blood and bone-marrow studies in the two cases which 
came to necropsy showed gross overgrowth of the cells 
of the myeloid series, and at the most a slight degree 
of anaemia. 

Three patients had a history of malaria, but in all 
the last attack had occurred more than 20 years before. 
One of the patients had gout, and the author points out 
that the association of gout with leukaemia, with remis- 
sions of pernicious anaemia induced by the administra- 
tion of liver, with haemolytic anaemia, and with poly- 
cythaemia vera has long been known to occur. _.. 

T. E. C. Early 


distinguished from— 


1631. 
toria 
A.C. 
cina 
1949. 
In 
gases 
venol 
pulm 
air, 
oxygt 
rema 
minu 
coeffi 
press 
majo 
takes 
vasct 
dilati 
= main 
The 
venti 
: also 
venti 
1632. 
; of A 
Tum 
M. F 
: Labo 
1366 
Th 
the 
comt 
half- 
Tays, 
and, 
P veno 
arser 
80 n 
maxi 
after 
of t 
The | 
to be 
TI 
‘ 2 mc 
stab! 
Temi 
large 
than 
ther 
but 
imp! 
3 ca 
resp 
suce 
were 


HAEMATOPOIETIC SYSTEM 385 


1631. Circulatory and Respiratory Function in Poly- 
cythaemia Vera. (Las funciones circulatoria y respira- 
toria en la policitemia vera) 

A. C. TAQUINI, J. R. E. SUAREZ, and A. ViLLAMu. Medi- 
cina (B. Aires) [Medicina, (B. Aires)] 9, 241-250, Aug., 
1949. 3 figs., 24 refs. 


In 4 cases of polycythaemia vera the amounts of blood 
gases, whole blood and extracellular fluid volumes, 
venous pressure, circulation time, minute heart volume, 
pulmonary ventilation, oxygen consumption, alveolar 
air, and vital capacity were measured. The increase in 
oxygen content of the arterial blood (oxygen pressure 
remaining normal) causes no important change in the 
minute volume. Consequently there is a diminished 
coefficient of oxygen utilization and an increased oxygen 
pressure in blood coming from the tissues. In the 
majority of these patients haemodynamic adaptation 
takes place by a great increase in the blood volume and 
vascular bed, with considerable arteriolar and capillary 
dilatation, so that a normal peripheral resistance is 
maintained in spite of the increased blood viscosity. 
The arterial pressure and work thrown on to the left 
ventricle are thus kept within normal limits. There are 
also an increase in basal metabolic rate and a hyper- 
ventilation out of proportion to this increase. 

René Méndez 


1632. Biologic Studies With Arsenic. ILI. The Effect 
of Arsenic Upon the Clinical Course of Patients with 
Tumours of the Hematopoietic Tissues 

M. Bock, L. O. Jacospson, and W. NEAL. Journal of 
Laboratory and Clinical Medicine {J. Lab. clin. Med.) 34, 
1366-1375, Oct., 1949. 3 figs., 26’refs. 


The authors have treated 24 patients with diseases of 
the haematopoietic system with radioactive arsenic 
(As**), hoping that the effects of the arsenic would be 
combined with those of irradiation. As’®, which has a 
half-life of 26-8 hours and emits energetic B- and y- 
Trays, was prepared by pile irradiation of arsenic trioxide 
and, later, of cacodylic acid. It was injected intra- 
venously as sodium arsenite, the amount of stable 
arsenic varying from 3 to 10 mg. per injection of 1 to 
80 mc. of As’®. It is distributed rapidly to all tissues, 
maximum concentration being reached 12 to 24 hours 
after injection in the spleen, liver, and kidney ; 50% 
of the dose is excreted in 72 hours by the kidneys. 
The total body dose provided by 1 mc. of As’° is estimated 
to be about 1 r. 

The first patients treated were given a dose of 0-5 to 
2 mc., but this was later increased to 90 mc. with 5 mg. of 
stable arsenic. In 4 cases of Hodgkin’s disease short 
remissions occurred which were probably due to the 
large amount of stable arsenic given (52 mg.) rather 
than to the As7° (13 mc.). In 2 cases of acute leukaemia 
there was a fall in the total leucocyte and platelet counts, 
but no change in differential leucocyte count and no 
improvement in the intractable anaemia. In 2 out of 
3 cases of subacute myeloid leukaemia there was little 
response, but in the third, remission occurred after 3 
Successive treatments. Remissions of up to 14 months 
were obtained in 6 cases of chronic myeloid leukaemia: 

M—2c 


this is not claimed as any improvement on other forms 
of treatment and the spleen did not diminish in size as 
under x-ray therapy. Of 4 patients with subacute 
lymphatic leukaemia all improved haematologically, but 
two developed general infections while the leucocyte 
count was at its lowest level. In only 1 out of 4 cases 
did chronic lymphatic leukaemia respond, this patient 
having severe anaemia, with marked lymphadenopathy 
and splenomegaly. In 1 case of polycythaemia a remis- 
sion was obtained comparable with that obtainable with 
radioactive phosphorus (P**), while in 2 cases of multiple 
myeloma treatment with As’® resulted in remissions 
similar to those obtained with urethane or stilbamidine. 
There was no response in a case of mycosis fungoides 
which subsequently responded to x-ray therapy, whereas 
metastases in the liver in a case of carcinoma of stomach 
decreased in size, but the downhill progress of the patient 
was not halted. 

Assessing these results by the criterion of the patient’s 
ability to live more comfortably, the authors conclude 
that radioactive-arsenic therapy seems worthy of further 
consideration in cases of subacute and chronic lymphatic 
leukaemia and multiple myeloma. It is pointed out that 
it has not yet been possible to determine the maximum 
safe dosage of As’°, the most effective combination of 
stable and radioactive arsenic, or the effect of repeated 
small doses of As*®. However, in view of the difficulty 
experienced in handling the quantities of As’® used so 
far, they feel that ‘it hardly seems practical or worth 
while to attempt to use larger quantities of As’® on the 
basis of the response of the patients in this study.” 

[It is difficult to judge how far the results were due to 
As’® and how far to stable arsenic. A useful biblio- 
graphy is attached.] V. M. Dalley 


1633. Multiple Myeloma as a Form of Leukemia 
M. A. RusINsTEIN. Blood [Blood] 4, 1049-1067, Sept., 
1949. 11 figs., bibliography. 


After consideration of the features which are con- 
ventionally held to distinguish leukaemia from multiple 
myeloma, evidence is advanced in support of the view 
that these points of distinction cannot be regarded as 
fundamental. This evidence is based on _ personal 
observation and on a study of the literature, both of which 
show that features regarded as characteristic of leukaemia 
may exist in myeloma, and vice versa. It is concluded 
that multiple myeloma is in all probability a leukaemia of 
plasma cells, and that the difference between myeloma 
and other forms of leukaemia, so far as the listed con- 
ventional distinguishing features are concerned, is 
merely one of incidence, what is rare in one disease being 
common in the others. L. J. Davis 


1634. Use of Antimony in Multiple Myeloma 
M. A. RuBINSTEIN. Blood [Blood] 4, 1068-1072, Sept., 
1949. 2 figs., 3 refs. 


Some new observations are reported on the effect of 
antimony (‘‘ neostibosan ”’) in the treatment of 11 cases 
of multiple myeloma. For details of dosage and of the 
preparations used the reader is referred to a previous 
paper by the same author (Blood, 1947, 2, 555). In one 
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patient neostibosan treatment was followed by cessation 
of previously uncontrollable epistaxis, which did 
not recur during the ensuing 6 months of observation. 
This bleeding had been present throughout the previous 
18 months. The platelet count and clotting and bleeding 
times were normal and the only demonstrable abnormality 
of the blood was defective clot retraction. In 4 patients 
with hyperglobulinaemia treatment with neostibosan 
resulted in a reduction in the serum globulin content, 
which subsequently rose on discontinuation of treatment, 
but again fell after repeated courses of treatment. In 3 
other patients without hyperglobulinaemia neostibosan 
therapy resulted in no change in the serum globulin level. 
Palpable tumours were present in 3 of the patients and 
disappeared following treatment. Two of these patients, 
whose cases have previously been reported, received 
x-ray therapy in addition to antimony, but the remain- 
ing case was treated with neostibosan alone, with the 
rapid disappearance of four masses situated under the 
scalp, although the patient’s course was progressively 
downhill. 

It is not considered that these observations are suffi- 
cient to justify conclusions being drawn regarding the 
therapeutic value of neostibosan, especially in view of the 
fluctuating and prolonged course occasionally displayed 
in cases of myelomatosis. It is thought, however, that 
they indicate possible influence of neostibosan on the 
myeloma tissue and on the chemical disturbances of 
myelomatosis. L. J. Davis 


1635. Multiple Myeloma. A Note on Eight Cases 

D. P. DEGENHARDT and D. SHEEHAN. British Medical 
Journal (Brit. med. J.) 2, 1016-1018, Nov. 5, 1949. 
19 refs. 


The authors have been struck by the increasing 
frequency of multiple myeloma (2% of deaths from 
malignant disease in one hospital during 1948), which 
used to be considered a rare disease. Eleven cases, 
8 of them fatal, are described. Most of the patients 
complained of pain in the lower back, weakness, and 
vomiting. In most, the erythrocyte sedimentation rate 
was high, reaching 80 to 120 mm. in the first hour, but in 
one patient it was only 15. Albuminuria was present in 
every case and Bence-Jones protein was recovered in 
seven. 

Diagnosis rested on the demonstration of myeloma 
cells in bone marrow, obtained in every case by sternal 
puncture (or puncture of the iliac crest in one case in 
which the sternum was too tender), the proportion ranging 
from 20 to 90%, whereas normal marrow contains only 
1 to 2% of the closely-related plasma cells. The cells 
found varied from typical plasma cells to much larger 
cells with less densely staining nuclei, abundant basophilic 
cytoplasm, and frequent vacuoles. In one case no 
evidence was found at necropsy of the usual white 
gelatinous tumours, in spite of the presence of collapsed 
vertebrae and a fractured sternum. The kidneys showed 
blockage of the tubules by eosinophil material. Treat- 
ment was found to be unsatisfactory; administration of 
stilbamidine and pentamidine did not seem to affect the 
course of the disease (death usually occurring 5 to 10 


months after the onset of symptoms) although relieving 
pain in some cases. The three patients still living are 
aged between 47 and 68 years. T. E. C. Early 


1636. Bone-marrow Changes in Man After Treatment 
with Aminopterin, Amethopterin, and Aminoanfol, with 
Special Reference to Megaloblastosis and Tumor Remis- 
sion 

I. B. THrerscH. Cancer [Cancer] 2, 877-883, Sept., 1949, 
13 refs. 


A total of 118 bone marrow biopsies were performed 
on 21 patients with various forms of malignant tumour 
or leukaemia undergoing treatment with “‘ aminopterin ”, 
**amethopterin ”, or ‘‘aminoanfol”’. In 9 patients with 
tumours and 3 with chronic myeloid leukaemia the total 
cellularity of the marrow decreased markedly with 
treatment, the macronormoblasts becoming more 
numerous and approximating to the fine nuclear pattern 
of megaloblasts. In one case such megaloblasts con- 
stituted 70% of all the nucleated erythrocytic cells. In 
2 cases of acute leukaemia, megaloblasts appeared rapidly 
with treatment and there were many abnormal mitoses. 
In 2 cases of chronic lymphatic leukaemia bizarre 
metamyelocytes also appeared, and later disappeared 
when folic acid was given. The changes in the marrow 
induced by antifolic substances are regarded as evidence 
of an induced folic-acid deficiency, the marrow resem- 
bling that in sprue rather than in pernicious anaemia. 

[The clear distinction which most haematologists make 
between early normoblasts and megaloblasts is not 
elaborated in this paper and the publication of photo- 
micrographs of marrow material would be most wel- 
come. E. Neumark 


1637. The Control of Polycythemia by Marrow Inhibi- 
tion. A Ten Year Study on 172 Patients 

J. H. Lawrence. Journal of the American Medical 
Association [J. Amer. med. Ass.] 141, 13-18, Sept. 3, 
1949. 6 figs., bibliography. 


This is a summary of the author’s experience in the 
University of California with radioactive phosphorus 
(P**) in the treatment of polycythaemia during the past 
10 years. During this time 172 patients were studied, 
of whom 121 were considered to have polycythaemia 
vera and were treated with the isotope. Of this group 
56°5% were male. Their ages ranged from 19 to 75 
years with an average of 50-7 years; 85-6°% had previously 
received some other form of treatment. Splenic enlarge- 
ment was detected in 65°%% and a high blood pressure in 
33%. The white cell count exceeded 10,000 per c.mm. in 
68% and immature white cells were present in 38%. A 
history of thrombosis was given by 14-8% of the patients, 
and of dyspeptic symptoms in 11°5%. Treatment 
usually consisted of 2 injections of 3 to 6 millicuries of 
radioactive phosphorus. On the average this course 
was repeated every 3 years, but many patients needed no 
further treatment for 4 to 8 years. During recent years 
treatment has occasionally been supplemented by vene- 
section, usually before or immediately after administra- 
tion of P32, when it was desired to obtain an immediate 
fall in the erythrocyte count. Death occurred in 21 of 
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the patients, at an average age of 67 years. It is interest- 
ing to note that 5 of these died of leukaemia, but it is 
pointed out that this shows no significant increase in the 
incidence of leukaemia, which is a recognized complica- 
tion of polycythaemia. The treatment was attended by 
no special complications, and the incidence of thrombosis 
was only 4:2%. It is concluded that P*? provides a 
satisfactory form of treatment of polycythaemia vera, and 
offers an outlook as favourable as that for diabetes 
mellitus treated with insulin or for pernicious anaemia 
treated with liver. L. J. Davis 


1638. The Treatment of Polycythaemia Rubra Vera 
with Radioactive Phosphorus. (Traitement de la maladie 
de Vaquez par le radio-phosphore) 

S. Simon and J. HENRY. Acta Clinica Belgica [Acta 
clin. Belg.] 4, 382-387, Sept.—Oct., 1949. 10 refs. 


Four cases of polycythaemia treated with radioactive 
phosphorus are discussed in detail. In each a remission 
was obtained with smaller doses than those previously 
used in America: 3 to 6 millicuries was found adequate 
for the initial dose. No further dose was given until 
the full effect of the first had been attained. No 
complications were encountered. A. Piney 
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1639. Kveim Reaction in Sarcoidosis 

C.T. NeELson. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago| 60, 377-389, Sept., 1949. 
2 figs., 10 refs. 


The Kveim reaction was studied in 24 cases of sar- 
coidosis. It was found to be positive in 11 of 15 cases 
with active disease, but a positive response was not 
obtained in any of 9 cases of “ healed or inactive sar- 
coidosis’’. The same “ sarcoid-like response’? was 
found when a suspension of normal human spleen was 
injected. The Kveim reaction is considered to be “ of 
little value in the diagnosis of sarcoidosis ’’ but may be 
of some help in prognosis. [Good photomicrographs of 
the reacting nodule are reproduced and an interesting 
and instructive discussion is reported.] 

J. E. M. Wigley 


1640. A Comparison of Sarcoidosis and Tuberculosis 
with Respect to Complement Fixation with Antigens 
Derived from the Tubercle Bacillus 

W. H. Carnes and S. Rarret. Bulletin of the Johns 
Hopkins Hospital {Bull. Johns Hopk. Hosp. 85, 204-220, 
Sept., 1949. 27 refs. 


In 22 cases of sarcoidosis, proved by biopsy and 
without clinical or radiological evidence of tuberculosis, 
and in 26 cases of active tuberculosis tuberculin sensitivity 
was tested and the serum titre was assessed in tuberculin 
complement-fixation tests; as “tuberculin” various 
fractions obtained from cultures of Mycobacterium 
tuberculosis H 37 were used. Of the various “ tuber- 
culins*’ the most useful results were obtained with 
culture medium filtrate and the protein derived from it, 
poorer results with heat-killed bacilli, defatted bacilli, 


and bacillary protein, phosphatide, and wax, and nega- 
tive results with carbohydrate. 

Of the patients.with sarcoidosis 4 gave positive 
tuberculin tests; of the patients with tuberculosis 25 were 
tuberculin-positive. In 5 cases of sarcoidosis positive 
complement-fixation reactions were obtained, as com- 
pared with 16 cases of active tuberculosis; titres of sera 
in the former group were in general lower than in cases 
of active tuberculosis, and comparable in distribution 
with the titres in normal people free from tuberculosis. 
It is concluded that, unless production of antibody in 
sarcoidosis is relatively poor, this study provides good 
evidence against the tuberculous aetiology of sarcoidosis. 

C. L. Oakley 


1641. The Surgical Treatment of Hodgkin’s Disease. 
(Le traitement chirurgical de la maladie de Hodgkin) 

J. BERNARD and B. Osstpovski. Semaine des Hépitaux 
de Paris |Sem. Hép. Paris] 25, 3503-3508, Nov. 14, 
1949. 28 refs. 


The authors report their observations on 3 patients, 
aged respectively 9, 11, and 19 years, each of whom had 
a single cervical tumour involving | to 3 lymph nodes and 
no other demonstrable abnormality. In each case the 
tuberculin reaction was negative. All were treated by 
radical excision of the affected nodes, histological 
examination of which was said to reveal changes typical 
of Hodgkin’s disease. At follow-up 6 to 11 years later 
all the patients were quite well. Reference is made to 
similar cases in the literature, and surgical treatment is 
recommended for early cases of Hodgkin’s disease 
in which there is a single localized lesion. 

P. C. Reynell 


1642. Nitrogen Mustard Therapy in Hodgkin’s Disease. 
Analysis of Fifty Consecutive Cases 

W. DamesHeK, L. WelsruseE, and T. Stein. Blood 
[Blood] 4, 338-379, April, 1949. 16 figs., 43 refs. 


The value of nitrogen mustard (methyl bis-(8-chloro- 
ethyl)amine) in the treatment of Hodgkin’s disease is 
discussed. Its apparent specific affinity for the abnormal 
tissues of Hodgkin’s disease is described, its effects 
being considered to be similar, and even superior, to 
those of x-ray treatment. Nitrogen mustard therapy is 
often effective in cases refractory to x-ray treatment, and 
may even induce radio-sensitivity in those patients. 
Among its other advantages are ease of administration 
and the rapid effect of intravenous injection, with reduc- 
tion in size of the affected lymphatic tissues and parti- 
cularly of lymphadenomatous deposits in the spinal cord 
involving peripheral nerves, leading to very rapid relief 
of pain. Later relapses are relieved by further courses 
of treatment. The possible combination of nitrogen 
mustard therapy with x-ray treatment is considered. 
With care in adjusting the dosage severe reactions .or 
ill effects can be avoided. The only contraindication 
to its use is the presence of jaundice. The dosage 
employed by the authors was 0-1 mg. per kg. body weight. 
Details are given of 50 consecutive cases treated with 
nitrogen mustard [it is not possible to summarize these in 
small compass.] John F. Wilkinson 
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1643. Bronchiectasis: A Study of the Segmental Distribu- 
tion of the Pathologic Lesions 

J. R. Moore, S. D. KoBernick, and F. W. WIGLESWORTH. 
Surgery, Gynecology and Obstetrics (Surg. Gynec. 
Obstet.) 89, 145-153, Aug., 1949. 13 figs., 8 refs. 


The authors reviewed the cases of 7 children between 
the ages of 2 and 11 years in whom lobectomy or pneumo- 
nectomy had been performed for bronchiectasis, and 
compared the histopathology of all the excised segments 
with the bronchographic and macroscopic appearances, 
their object being to test the validity of the assumption 
that bronchiectasis is segmental in incidence, and that 
areas of a lobe which appear normal in bronchograms 
and at operation may safely be left and a strictly seg- 
mental resection performed. Detailed microscopy 
revealed definite inflammatory lesions in the apparently 
normal segments removed; epithelial ulceration and 
destruction of the bronchial muscle and elastica were not 
marked even in those portions known to be diseased; 
and in several instances the disease appeared to be more 
marked in bronchographically normal areas than in 
those in which dilatation had been demonstrated 
radiologically. Geoffrey Flavell 


See also Section Paediatrics, Abstracts 1559-60. 


1644. Méediastinal Pleurisy. (Pleuritis mediastinalis) 
H. Fucus. Tuberkulosearzt (Tuberkulosearzt] 3, 449- 
456, Aug., 1949. 5 figs., 15 refs. 


Mediastinal pleurisy is divided into (1) acute, in 
connexion with trauma or oesophageal perforation, in 
inflammation of lung, mediastinum, chest wall, media- 
stinal lymph nodes, pericardium, or peritoneum, or in 
association with caries of ribs, spine, or sternum; (2) 
haemorrhagic, in malignant tumour; (3) tuberculous; 
(4) pleurisy associated with polyserositis. There are 
2 varieties, productive-adhesive and exudative. The 
condition usually affects the lower mediastinum between 
diaphragm, pericardium, and chest wall. Only in 
infants is it suprahilar. 

In the dry type there are few if any signs or symptoms. 
The exudative type gives rise to the general symptoms of 
diaphragmatic pleurisy, such as intercostal tenderness, 
shoulder pain, and epigastric pain on coughing, yawning, 
or swallowing. Mediastinal exudate simulates peri- 
cardial effusion, but the heart is displaced away from the 
exudate. A large exudate may cause pressure signs: 
venous congestion over the chest wall and neck, oedema, 
tracheal or bronchial stenosis, and enlargement of heart 
dullness. For diagnosis, radioscopy in all positions, 
including the lordotic, is necessary. Basal effusions 
produce phrenic signs: impairment of diaphragmatic 
excursion, paradoxical movement, and diaphragmatic 
elevation. In infants with an anterior suprahilar effusion 
there is a roof-like projection of broadened upper media- 


stinal shadow into the lung field with an undulating 
margin. With a posterior effusion there is a ribbon- 
shaped, oblique mediastinal shadow extending outwards. 
In the common inferior anterior form there is a well- 
defined paracardiac shadow, either as a convex projection 
upwards and outwards, or a triangular shadow from 
hilum to diaphragm. An inferior posterior effusion is 
either concealed behind the heart shadow or shows 
“tenting”? of the cardio-phrenic angle, sometimes 
combined with atelectasis. ; 
Differential diagnosis of upper mediastinal effusion is 
from substernal goitre, persistent thymus, lympho- 
granulomatosis, lipoma, neurofibroma, malignant 
tumour, tuberculosis, vascular abnormalities, syphilis, 
and scoliosis. In the lower mediastinum, cysts, benign 
tumour, lung abscess, metastases, and scoliosis must be 
kept in mind when a paracardiac shadow is present; 
a triangular paramediastinal shadow in the cardiophrenic 
angle may give rise to confusion with pericarditis, 
atelectasis, paravertebral abscess, or partial diaphragmatic 
paralysis. .E. G. W. Hoffstaedt 


1645. Spontaneous Pneumothorax: A Study of 105 
Cases 

L. A. ROTTENBERG and R. GoLpeN. Radiology [Radio- 
logy] 53, 157-167, Aug., 1949. 5 figs., 40 refs. 


In a ‘series of 105 consecutive cases of spontaneous 
pneumothorax, the condition was a complication of 
current intrathoracic disease only in 8, and occurred 97 
times in apparently healthy individuals. 

Of the 97 patients, 49 have been observed for more 
than one year, and of the latter, 15 have been followed up 
for from 5 to 10 years and 7 for from 10 to 18 years; 87 
of the cases occurred in men and 10 in women, the 
average age being 30-2 years. The two major symptoms 
experienced by all patients were chest pain and dyspnoea. 
The pain was limited to the side involved and often 
radiated to the shoulder, back, or abdomen. It cameon 
suddenly and was very severe; if precordial, it simulated 
angina. The dyspnoea usually disappeared after a few 
days’ rest in bed, but in 9 cases removal of air was 
required for its relief. Undue exertion was not as a rule 
associated with the onset of the illness. In 46 cases 
(40%) there was radiological evidence of a slight to 
moderate amount of pleural effusion, and the authors 
do not think that the presence of an effusion indicates a 
tuberculous aetiology. In 5 cases there was evidence of 
pleural adhesions with fibrous bands; there is nothing 
to suggest that in such patients tuberculosis is more likely 
to develop in later years. 

In 16 patients pneumothorax recurred once, and in 8 
two or more times; recurrence was found to be most 
likely within one year. 

The immediate prognosis is excellent, the only dangers 
to life being from tension pneumothorax, haemopneumo- 
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thorax, or bilateral pneumothorax. Like Perry, they 
find that, if tuberculosis is not present when the pneumo- 
thorax occurs, it is not more likely to develop than in the 
average member of the community. L. G. Blair 


1646. Treatment of a Lung Abscess by Inhalation of 
Micropulverised Penicillin 

D.T. O’DriscoLt. Lancet [Lancet] 2, 945-946, Nov. 19, 
1949. 5 refs. 


The author gave 2,400,000 units of micropulverized 
penicillin by ‘“‘ aerohaler ” over 8 days to a patient who 
had been coughing up 20 to 30 ounces (560 to 840 ml.) 
of pus daily for 26 days. The patient was gravely ill 
when this treatment was begun with doses of 100,000 
units three times a day; after 3 days there was dramatic 
improvement, and within a week sputum had almost 
disappeared. 

[From the clinical notes it is difficult to believe that the 
penicillin inhalations did more than clear up a generalized 
infection of the bronchial tree at a time when the lung 
abscess was draining adequately per vias naturales.} 

Maxwell Telling 


1647. Segmental Infections of the Lungs and Bronchi. 
(Les infections broncho-pulmonaires segmentaires) 

R. Kourmusky, S. Kourmsky, E. Decrorx, and C. 
Lirscuitz. Semaine des Hépitaux de Paris [Sem. Hop. 
Paris] 25, 3395-3404, Nov. 6, 1949. 23 figs., 13 refs. 


A rambling account is given of 5 patients with radio- 
logical evidence of segmental pulmonary shadowing 
and bronchoscopic evidence of localized bronchial 
inflammation, usually confined to the bronchi of the 
affected lung segment. No evidence of bronchial 
obstruction was found, and on this and other grounds 
the authors do not consider that the pulmonary lesion 
was due to collapse. They consider the “ syndrome ” 
to be due to descending infection from a preceding naso- 
pharyngitis, and to be associated with the presence of 
Gram-negative organisms. 

[The case for considering this as a distinct “‘ syndrome ” 
does not seem to have been made out. Tubercle bacilli 
were found in one patient; another seems to have most 
probably had a peripheral bronchial carcinoma; in the 
other cases the diagnosis of lung abscess seems to have 
been excluded without adequate justification. As all 
the patients were still alive at the time of writing, no 
morbid anatomical data are available.] John Forbes 


1648. Electrocardiographic Studies in Anthracosilicosis 
L. P. Lanc. West Virginia Medical Journal [W. Va 
med. J.| 45, 303-305, Nov., 1949. 8 refs. 


This study is based upon the electrocardiographic 
findings in 148 coal-miners, aged 24 to 72 years (mean 
53 years), who had been exposed to risk of anthraco- 
silicosis for periods ranging from 6 months to 44 years 
(average 28-6 years). The results of the investigation of 
pulmonary function in these men have been reported 
elsewhere (Amer. Rev. Tuberc., 1949, 3, 270). In each 
case the three standard limb leads were recorded and at 
least three precordial leads, usually CF2, CF4, and CFS. 
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Katz’s criteria were used for the diagnosis of right 
ventricular hypertrophy. Electrocardiographic evidence 
of right heart strain was found in 36 cases (24%), which, 
although not apparently related to the presence of 
radiological evidence of pulmonary fibrosis, was closely 
related to the degree of emphysema and of decrease in 
maximal breathing capacity from the predicted normal. 
In general, the lower the mean partial pressure of 
arterial oxygen, the greater the incidence of right heart 
strain. An interesting point is that there was little 
difference in the incidence of electrocardiographic 


evidence of right heart strain between those patients® 


with normal radiographs (3 out of 14, or 21%), those 
with Ist stage silicosis (8 out of 25, or 32%), and 
those with 3rd stage silicosis (23 out of 80, or 29%). Itis 
also noteworthy that there was no appreciable electro- 
cardiographic evidence of right heart strain until the 
maximal breathing capacity was decreased by more than 
50% of normal. 

{It is unfortunate that none of these changes are 
analysed in relation to the age of the patients, especially 
in view of the wide range of ages covered.] 

William A. R. Thomson 


See also Section Dermatology, Abstract 1689. 


1649. Superior Vena Cava Obstruction in Primary 
Cancer of the Lung 

S. E. RosensBLoom. Annals of Internal Medicine [Ann. 
intern. Med.) 31, 470-478, Sept., 1949. 4 figs., 16 refs. 


The author records 8 cases of primary cancer of the 
lung with superior vena cava obstruction, in 7 of which 
histological confirmation of the diagnosis was made. 
In all cases except one, pulmonary symptoms preceded 
the symptoms of vena cava obstruction by a period 
ranging from 3 weeks to 20 months and 7 of the patients 
were dead within 3 to 10 weeks of the onset of the latter 
symptoms, which consisted of venous distension followed 
by swelling of the face, neck, and shoulders and increased 
dyspnoea and cyanosis. Phlebograms in 2 cases failed 
to reveal the site of obstruction but showed dilated 
collateral vessels. In all cases the primary growth was 
in the right upper lobe. 

The author discusses the mechanism of production of 
superior vena cava obstruction and agrees with Ochsner 
and Dixon (J. thorac. Surg., 1936, 5, 641) that the 
following signs are pathognomonic: (1) oedema and 
cyanosis of the face, neck, and arms aggravated by hori- 
zontal posture and relieved when erect; (2) venous 
hypertension in the arms; (3) normal venous pressure 
in the legs; and (4) development of varicosities in the 
anterior thorax. An attempt is made to distinguish 
between the clinical picture of superior vena cava 
obstruction alone and that of obstruction which includes 
also the azygos vein. R. H. J. Fanthorpe 


1650. Pulmonary Adenomatosis. Report of a Case 
B. FREEDMAN. American Review of Tuberculosis [Amer. 
Rev. Tuberc.) 60, 258-263, Aug., 1949. 7 figs., 6 refs. 


See also Section Hygiene and Public Health, Abstract 
1447. 
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1651. Aureomycin Employed Locally in Painful Mouth 
Ulcerations 

I. H. DisteLHem and M. B. SULZBERGER. Journal of 
Investigative Dermatology [J. invest. Derm.] 13, 115-117, 
Sept., 1949. 11 refs. 


A patient with persistent, painful, oral ulceration of 
5 years’ duration, diagnosed clinically as aphthous 
stomatitis or periadenitis mucosa necrotica recurrens, 
was rapidly cured by mouth rinses of aureomycin in 
water 4 times daily. No previous treatment had been 
more than temporarily effective. James Marshall 


1652. Diagnosis of Portal Vein Obstruction; Studies of 
Intestinal Absorption of Glucose Using Abdominal 
Collateral Veins 

F. T. Bittincs and H. E. DePres. Bulletin of the 
Johns Hopkins Hospital [Bull. Johns Hopk. Hosp.) 85, 
183-199, Sept., 1949. 9 figs., 1 ref. 


Observations were made on 17 patients with suspected 
portal obstruction, and on 2 control patients without 
portal obstruction but with accessible veins on the 
anterior abdominal wall. The blood sugar levels in the 
abdominal and antecubital veins were compared after a 
glucose meal. A higher level of blood sugar in the 
anterior abdominal veins indicated admixture of portal 
blood, and when present this sign was a valuable indica- 
tion of portal obstruction. A negative result was of less 
value in excluding portal obstruction as sampling diffi- 
culties were considerable in the presence of ascites, and 
it is stated that in such cases the pressure in the superficial 
abdominal-wall veins may be greater than that in the 
portal vein. D. A. K. Black 


41653. The Pathogenesis of Fibrocystic Disease of the 
Pancreas. A Study of 36 Cases with Special Reference 
to the Pulmonary Lesions 

W. W. ZueLtzeR and W. A. NewrTon. Pediatrics 
[Pediatrics| 4, 53-69, July, 1949. 13 figs., 19 refs. 


In an analysis of 36 fatal cases of fibrocystic disease of 
the pancreas the authors lend support to Faber’s concept 
of the disease as a systemic affection characterized by the 
production of an abnormal secretion in a variety of 
glandular organs. Changes are described in the pancreas, 
intestine, cystic ducts, and lungs which the authors claim 
to be produced primarily by blocking of the lumina by 
abnormal secretions rather than by congenital defect or 
avitaminosis secondary to the disease of the pancreas. 
For example, inspissation of abnormally viscid meconium 
in the small intestine was the sole demonstrable cause of 
complete intestinal obstruction in 4 of the 5 patients 
dying with meconium ileus in the neonatal period. 
Study of the pulmonary lesions indicated that the primary 
pathological process is the blocking of the bronchioles 
and bronchi with viscid secretions and subsequent 
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secondary infection. A familial incidence of the 
disease was noted in 7 of the 33 families represented by the 
36 patients. Patrick Mallam 


1654. Fibrocystic Disease of the Pancreas 
W. J. MATHESON. British Medical Journal (Brit. med. 
J.) 2, 206-210, July 23, 1949. 5 figs., 30 refs. 


Of 7 children with fibrocystic disease of the pancreas 
studied at St. Mary’s Hospital, 5 died of broncho- 
pneumonia and one of the two survivors has extensive 
bronchiectasis. The literature is reviewed, the authors 
supporting the theory that the disease process is pluri- 
glandular, and that inheritance is by incomplete 
dominance. Emphasis is placed upon the value of a 
carefully recorded history, which in itself usually suggests 
the clinical diagnosis. The results of dietetic treatment 
or treatment with pancreatin or casein hydrolysates were 
disappointing, and it is suggested that measures directed 
to liquefying the mucus in the bronchial tree (such as 
administration of hyaluronidase) should be considered. 
The paper is illustrated by reproductions of microscopical 
sections of pancreas, lung, duodenum, and appendix. 

Norman B. Capon 


STOMACH 


1655. The Role of the Pylorus in the Evacuation of the 
Stomach. (K sompocy ponu npHBpaTHHKa B 9BaKya- 
TOPHOM Mpouecce 

N. P. Razimov and K. P. VAsiLyEvA. 
Menuuuna [Klin. Med., Mosk.] 27, No. 9, 61-65, Sept., 
1949. 


Radiological investigations were carried out by the 
authors on 78 subjects at set intervals for 2 to 3 hours 
and some data on the evacuation of the stomach were 
obtained. [It is not mentioned whether the subjects. 
were healthy adults or not.] 

In one group stomach evacuation was mainly produced 
by the activity of the antrum; the duodenal reflex was 
absent or moderate. In a second group evacuation of 
the stomach was mainly conditioned by the readiness 
of the duodenum to receive the gastric contents. In the 
first group three types of evacuation were observed. 
(1) Evacuation mainly due to forceful contraction of the 
stomach with very slight reflex activity of the duodenum. 
The pylorus was open and continuous rapid evacuation 
took place. (2) Rhythmic evacuation due to rhythmic 
motor activity of the antrum, moderate inhibitory reflex 
activity of the duodenum being present. (3) Hyper- 
kinesis of the antrum with stasis of the gastric contents in 
front of the pyloric canal; very little reflex activity of the 
duodenum. In the second group two types of evacua- 
tion were observed. (i) Easy flow of the stomach con- 
tents through the pylorus into the duodenum (very 
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moderate reflex activity of the duodenum). (ii) Inade- 
quate duodenal inhibitory reflexes with the appearance 
of inhibitory reflexes in the jejunum; duodenal stasis 
ensued. 

The length and width of the pyloric canal changed 
during evacuation. (Length and width were determined 
by the maximum amount of gastric contents it could 
hold.) When the duodenum showed high inhibitory 
reflex activity the pyloric canal was narrow, whereas the 
length seemed to be in reverse proportion to the activity 
of the antrum. The authors maintain that in the 
evacuation of the stomach the activity of the antrum and 
the duodenal reflexes are of primary importance, pyloric 
activity being guided by them. N. Chatelain 


1656. Experiences with Sodium Carboxymethylcellulose 
as an Antacid 

I. B. Brick. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 16, 315-319, Sept., 1949. 5 refs. 


Sodium carboxymethylcellulose was used as an 
antacid in the management of 28 cases of duodenal ulcer. 
It was administered either as a tablet containing 450 mg. 
of magnesium oxide, which enhanced its antacid effect, 
or as a 5% liquid preparation. Of the 28 patients 22 
are said to have experienced better relief with this 
preparation than with other types of antacid. It has a 
mild laxative effect, and some patients experienced some 
difficulty in swallowing the tablets. No toxic symptoms 
were observed. R. Schneider 


1657. Effect of Tetraethylammonium Bromide on Gastric 
Secretion and Motility 
I. R. MACDONALD and A. N. Situ. British Medical 
Journal (Brit. med. J.] 2, 620-622, Sept. 17, 1949. 4 figs., 
12 refs. 


Tetraethylammonium bromide (T.E.A.B.) is known to 
produce a blockade of the autonomic nervous system 
and the authors therefore examined its effects on gastric 
secretion and motility. The results of alcohol test 
meals, with and without the intramuscular injection of 
1 g. of T.E.A.B. 30 minutes previously, in 20 subjects 
(8 of whom were suffering from duodenal ulcer) showed 
an average reduction in free hydrochloric acid of 5 to 10 
clinical units. Some reduction was noted in every 
patient, and in several it was of the order of 20 units. 
Similar studies of gastric acidity after the injection of 
20 units of insulin in 10 patients showed that, when 
T.E.A.B. had previously been given, insulin hypo- 
glycaemia failed to stimulate the secretion of gastric 
juice, while in another group, also of 10 patients, it 
was demonstrated that after T.E.A.B. the injection of 
1 mg. of histamine stimulated the secretion of gastric 
juice, but the response was not so great as without 
T.E.A.B. 

The action of T.E.A.B. upon the nocturnal gastric 
secretion of 10 patients was then studied, it being found 
that the volume and acidity of the secretion were reduced 
in every case. Its effect on gastric motility was examined 
in 5 patients, gastrograms being recorded by Kay’s 
technique (Lancet, 1947, 1, 448). 
of 15 to 30 minutes, tonus waves and true gastric contrac- 


After a latent period - 


391 


tions were abolished and postural tonus diminished for 
1 to 14 hours. These changes were strikingly similar to 
those seen after vagotomy. Christopher Hardwick 


1658. An Evaluation of Electrogastrography in the 
Diagnosis of Gastric Cancer - 


P. N. SAwyer, J. E. RHOADS, and R. PANZER. Surgery 
[Surgery] 26, 479-487, Sept., 1949. 7 figs., 9 refs. 


The method of recording the electrogastrogram, a 
modification of that reported by Goodman, is briefly 
described. After the gastric tube is inserted, the patient 
lies down, the leads are connected to the potentiometer, 
and the recording is run for 15 minutes so as to establish 
a base-line; the subject (who has been fasting for at 
least 12 hours) then drinks 200 ml. of milk, and the 
recording is continued for the next 15 minutes. A 
series of 130 tests on 106 patients and 20 tests on 12 
normal subjects were made. The typical response of the 
normal stomach was recorded as a smooth, even base- 
line situated at between 20 and 80 millivolts, with a 
prompt, smooth, gradual rise and later return to the 
base-line in response to the ingestion of milk. The 
following responses were regarded as suggestive of gastric 
lesions: duodenal ulcer—smooth base-line with normal 
but more spiked response to milk; gastric ulcer— 
extremely uneven base-line with accentuated response to 
drinking milk, the base-line then continuing uneven; 
gastric carcinoma—moderately or extremely uneven 
base-line with little or no response to milk. 

Of 71 cases in which benign lesions were found at 
operation, pre-operative interpretation of the recordings 
were proved correct in 62 cases (87%); of 35 cases with a 
firm clinical diagnosis of gastric carcinoma (5 diagnoses 
being proved by operation), the response was in agree- 
ment with the diagnosis in 29 cases (83%). Collation 
of the recordings with the clinical and post-operative 
data made it possible to postulate criteria by which the 
recordings could be objectively analysed: by this method 
of analysis 8-5% of the recordings had to be discarded, 
but in the remainder the test gave a correct diagnosis in 
87% of the patients with malignant gastric lesions and in: 
88% of the patients who did not have malignant gastric 
lesions. The origin of the gastric potential and its 
relation to gastric secretion are discussed. The authors 
consider that the test may prove of value as a screening 
test in the detection of gastric cancer. 

Joseph Parness 


1659. Vagotomy: Immediate Results in 28 Cases and 
Later Results in 68 Cases 

W. WaALtTerS and M. M. FaAuey. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.} 
24, 501-506, Sept. 28, 1949. 


The authors report the results of vagotomy in 77 
patients operated upon for duodenal ulcer before 
January, 1948. In most cases a gastro-jejunostomy was 
combined with vagotomy. There were 3 immediate 
post-operative deaths, from coronary occlusion, renal 
insufficiency, and volvulus after a secondary resection 
for gastro-jejunal ulcer. One patient died 10 months 
after operation from volvulus of the ileum, 42 attended 
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for re-examination, 26 replied to questionaries, and 5 
patients could not be traced. 

Of those who replied to the questionary 30% were 
considered to have an unsatisfactory result 18 months 
after operation. Of those examined after 18 months 
21% had recurrent ulcers (two-thirds of these patients 
gave a negative response to the Hollander test), 16% had 
no relief from pain, and 21% had no reduction in free 
acid and a positive Hollander reaction. The results of 
vagotomy alone performed for duodenal ulcer in 16 cases 
were unsatisfactory in 7 (5 patients had demonstrable 
ulcers). 

In a second series of 28 cases operated upon during 
1948, post-operative gastric retention was troublesome 
although vagotomy was combined with an anastomosis in 
all except 1 case. Continuous suction was considered 
necessary for 5 days, intermittently for 3 days, and on 
alternate days thereafter until the patient left hospital 
(25% required suction for 20 days). All patients in the 
second series were relieved of pain and the Hollander 
reaction was negative in all but one case 24 weeks after 
operation. 

[Reference should be made to the original for the 
exact figures. That pain was not felt in 5% of cases of 
demonstrable ulcer must be one of the dangers of vago- 
tomy. The authors state that in 79% there was return of 
gastric motility and tone after 18 months, but this was 
deduced from radioscopy. If an inflatable balloon had 
been used to measure gastric motility the number of cases 
in which gastric motility was considered to have returned 
would probably have been lower and might have corre- 
sponded to the figure obtained for positive Hollander 
reactions.] Charles P. Nicholas 


1660. Synthetic Resins in the Treatment of Gastro- 
duodenal Ulcer. (Les résines synthétiques dans le 
traitement de l’ulcére gastro-duodénal) 

M. Demo.Le and B. WissmMer. Revue Médicale de la 
Suisse Romande [Rev. méd. Suisse rom.| 69, 591-596, 
Sept. 25, 1949. 12 refs. 


* Resinat ’’. one of the synthetic phenolic ion-exchange 
resins, has been shown to inactivate the pepsin of the 
gastric juice in vitro at a concentration so small as hardly 
to lower the gastric acidity; with higher concentrations 
of resinat, the gastric acidity is progressively reduced 
to zero. The authors quote reports published in the 
literature on the clinical effect of resinat given orally in 
cases of peptic ulcer and other forms of dyspepsia, the 
dosage varying from 0-25 to 1 g. every 2 hours for 8 to 
10 doses in each 24 hours during the acute stage with a 
subsequent maintenance dose, usually of 0-75 g. 4 times 
daily. In several series of cases cited, approximately 
75% of patients with peptic ulcer obtained satisfactory 
relief of all subjective symptoms within a few days, 
acute pain being often relieved almost immediately on 
taking a dose of the drug; the results in cases of dyspepsia 
were less consistent. The authors refer briefly to their 
own experience with resinat in 12 cases of peptic ulcer 
and a few cases of dyspepsia; during a 3-month period 
their results appear to confirm those already cited. 
[Very few details are given.] Joseph Parness 


1661. Gastro-duodenal Ulcers as a Result of Lesion or 
Disease of the Nervous System. [In English] 

E. TARTARINI. Acta Medica Scandinavica [Acta med. 
scand.| 134, 346-370, 1949. 2 figs., bibliography. 


1662. Treatment of Peptic Ulcer by Prolonged Narcosis. 
(O meTone aA3BeHHOH 6one3sHH 
CHOM) 

O. NEIMARK. Meguuuna [Klin. Med., 
Mosk.] 27, No. 9, 65-69, Sept., 1949. 


The author discusses the results of treatment of 95 
cases of peptic ulcer with narcosis. This treatment 
was applied in Leningrad in cases of medium-sized ulcer 
of recent origin and to patients with an unstable vegeta- 
tive nervous system and irritation of the stomach and 
duodenal walls, but little anatomical change. In all 
these cases medical treatment had been tried without any 
satisfactory result. For narcosis phenobarbitone, 0-1 g., 
barbitone soluble, 0-5 g., or “ sodium amytal’’, 0-1 g., 
was given three times daily. In two-thirds of the cases 
sleep was maintained for 14 to 16 hours, and in the 
remainder for 17 to 20 hours daily. In order to avoid 
toxic effects the drugs were discontinued for 24 hours 
every fifth day. The author suggests that in some cases 
an increase in dosage would be beneficial as sleep should 
last for about 20 hours. Later the drugs were given 
rectally in the same dosage; narcosis set in earlier and 
lasted longer. In this series 90 cases were treated for 
12 to 15 days and 5 for 20 to 23 days. In no case were 
there any ill effects. In 52 cases pain ceased and in 
17 it diminished greatly. Of 15 patients suffering from 
dyspepsia symptoms ceased in 8. In 33 cases there was 
radiological healing of ulcers; in 24 cases the ulcer 
became much smaller. In 31 cases the mucosal outline 
returned to normal. When 39 patients were questioned 
6 to 9 months after treatment, only 7 stated that they 
were still free from pain. Possible effects of barbiturates 
on the brain stem are discussed. The author suggests 
that prolonged narcosis may have some value in the 
treatment of peptic ulcer, but that further observations 
are needed. N. Chatelain 


1663. The Treatment of Peptic Ulcer by Prolonged 
Interrupted Narcosis. (Jlevenue asBeHHOH 6one3HH 
MpepbIBHCTLIM CHOM) 

E. I. CHERNENKO. Meguunna [Kiin. 
Med., Mosk.] 27, No. 9, 69-72, Sept., 1949. 


During 1946, 47 patients with peptic ulcer (45 men and 
2 women) received 52 courses of prolonged, interrupted 
sleep treatment at the Botkin Hospital, Leningrad. In 
5 cases the treatment was repeated 4 months to 2 years 
after the first course. Nine patients were 20 years old, 
eight 21 to 30, twenty-two 31 to 40, and eight 41 to 50. 
The history of the condition covered periods of from 
1 year to 15 years. In 32 cases there was one duodenal 
ulcer, in 10 one gastric ulcer, in 3 two duodenal ulcers, 
in 3 two gastric ulcers, and in 3 both duodenal and 
gastric ulcers. Most patients had had seasonal exacerba- 
tions of their symptoms from 5 to 20 times. Clinically, 
the most important symptom was pain; hypersecretion 
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and hyperacidity were combined with a profound 
emotional instability. In a 10- or 12-day course 13 to 
25 g. of “ sodium amytal”’ was given (3% solution, 0-2 
to 0-6 g. three times daily rectally). Sleep lasted for 
about 12 to 21 hours. 
During treatment 4 stages were observed. (1) First 
3 days; sleep lasted for 18 to 22 hours, and on awakening 
there was euphoria and excellent appetite. (2) 4th to 
7th day; sleep was lighter, with some pain and some 
toxic symptoms. (3) 8th to 12th day: deep sleep, no 
pain, appetite good. (4) For 2 to 3 days after treatment 
there was general weakness, depression, and loss of 
appetite. During sleep evacuation of the stomach was 
more rapid (15 minutes), and free and combined acidity 
were low. After treatment the pylorus appeared to be 
hypertonic for a short time. Potassium, calcium, and 
‘ sugar content of blood were normal after successful 
treatment. Of 47 patients 42 were free of clinical and 
radiological symptoms after treatment, and 5 were free 
of clinical symptoms but the ulcer remained unchanged. 
All patients whose treatment was unsuccessful were 40 
to 47 years old and had had symptoms for from 3 to 15 
years. Relapse occurred in 13 cases; in 5 a second course 
was tried with good immediate results. N. Chatelain 


1664. Sex as a Constitutional Factor for Susceptibility 
to Peptic Ulcer 

A.C. Ivy and C. G. MARTIN. Gastroenterology [Gastro- 
enterology| 13, 215-221, Sept., 1949. 14 refs. 


INTESTINES 


1665. Chronic Ulcerative Colitis and Carcinoma 

J. Fecsen and W. Worarsky. Archives of Internal 
Medicine [Arch. intern. Med.] 84, 293-304, Aug., 1949. 
9 figs., 13 refs. 


During the last 10 to 15 years there seems to have 
arisen a growing conviction that carcinoma may develop 
in patients with chronic ulcerative colitis and pseudo- 
polyposis of long standing. The authors present 855 
cases of chronic ulcerative colitis, including 134 with 
pseudopolyposis, in none of which carcinoma developed. 
They consider the point an important one, because many 
needless operations with possible loss of life would be 
performed if the primary assumption were acted upon. 
They regard any localized projection of tissue, sessile or 
pedunculated, as a polyp, distinguishing inflammatory 
and neoplastic polyps. The former are associated with 
chronic ulcerative colitis and represent pinched-off 
portions of intact mucosa, in which the epithelium may 
atrophy. The authors have never seen macroscopical 
or microscopical evidence of malignant change in this 
type of polyp. They consider the possibility that 
malignant change is an independent phenomenon, and 
that it may take place in an adenoma, a mushroom- 
shaped growth; they state that in one series of necropsies 
the incidence of 2 or more adenomatous polyps in the 
colon was 9°6% (excluding newborn infants). They 
found no evidence that an adenomatous polyp can 
develop from an inflammatory pseudopolyp. 

T. E. C. Early 


1666. Acute Regional Ileitis (Crohn’s Disease). Treat- 
ment of a Case with Streptomycin 

J. van R. Dreyer. South African Medical Journal 
[S. Afr. med. J.] 23, 735-736, Sept. 3, 1949. 6 refs. 


This paper records the case of a patient, aged 23, 
who was operated upon for acute appendicitis and in 
whom naked eye and histological examination of the 
removed appendix showed the changes of Crohn’s 
disease. The terminal 18 inches (46 cm.) of the ileum 
showed similar changes. High pyrexia continued for 
18 days after operation [no chart is given], after which 
he was given 0-5 g. of streptomycin 6-hourly for 6 days. 
The temperature became normal on the 4th day of this 
treatment. No follow up is recorded, the only informa- 
tion given being that the temperature remained normal 
for a further 9 days while the patient remained in 
hospital. 

{It is dangerous to draw any conclusions from so brief 
an account of a single case, but the condition would 
appear to have responded rapidly to the treatment.] 

Thomas Hunt 


1667. The Diagnosis and Pathogenesis of Tropical Sprue. 
[In English] 

M. STEFANINI. Acta Medica Scandinavica [Acta med. 
scand.] 133, 113-126, 1949. 1 fig., bibliography. 


Over a 3-year period more than 1,000 cases of sprue 
were observed among 12,500 Italian prisoners of war in 
India. The diagnosis was based on the presence of 
diarrhoea and glossitis, and the finding of macrocytic 
anaemia, steatorrhoea, a flat glucose-tolerance curve, and 
hypocalcaemia. It is recognized that early cases which 
are more amenable to treatment are often missed. 
Intestinal absorption is often upset and therefore the 
** fat-balance technique ”’ is preferable to other methods 
of chemical analysis. A carefully controlled diet, 
containing 80 g. neutral fat daily is given for 4 days, and 
the stools obtained on the 2nd, 3rd, and 4th day are 
pooled, dried, weighed, and analysed for total fats, 
fatty acids, and soaps. The ratios of split to unsplit fats 
and of soaps to split fats are estimated. They are higher 
than normal in sprue, the increase being related to the 
severity of the illness. Lack of calories rather than of 
vitamins plays an important part in the pathogenesis of 
sprue, but local, seasonal, and climatic conditions are of 
significance. Transfer of troops, whether native or 
European, was often followed by an outbreak or a rise 
in incidence of sprue. E. Neumark 


1668. A Method of Improving Function of the Bowel: 
The Use of Methylcellulose 

J. A. BARGEN. Gastroenterology [Gastroenterology] 13, 
275-279, Oct., 1949. 3 refs. 


Methylcellulose (‘‘cellothyl’’) is a white, fluffy, 
cotton-like material which forms a colloidal solution in 
water, and has been found to pass chemically unchanged 
through the digestive tract. When taken by mouth the 
substance remains in solution in the upper part of the 
intestinal tract, but a bulky gel is formed in the lower part 
of the small intestine. 
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The author has found this substance useful in condi- 
tions associated with either constipation or diarrhoea due 
to functional causes. Some case histories are quoted in 
support of this opinion. Besides patients suffering from 
“irritable colon patients with a colostomy or ileo- 
stomy were also treated with this substance and derived 
benefit, the number of stools passed in the day being 
reduced. Cases of advanced ulcerative colitis did not 
improve. The dose used was four 0°5 g. tablets of 
methylcellulose every 4 hours. [No detailed analysis of 
results is presented.] John Naish 


1669. Carboxymethylcellulose as a Colloid Laxative 
J. Scunuttz. American Journal of Digesitve Diseases 
[Amer. J. digest. Dis.] 16, 319-322, Sept., 1949. 4 refs. 


Sodium carboxymethylcellulose was used as a laxative 
in 250 cases of constipation studied over a 3-year period. 
All but 6 patients were relieved of their symptoms, two to 
five 0-75 g. tablets twice a day being effective in most cases. 
The substance acts by virtue of being an indigestible 
hydrophilic gel and a lubricant. It produces no irrita- 
tion. No toxic symptoms were observed. 

R. Schneider 


LIVER 


1670. A Case of Nutritional Disease of the Liver Treated 
with Choline and Studied by Serial Aspiration Biopsies 
of the Liver 

H. W. Garuck and R. Morreram. Medical Journal 
of Australia |Med. J. Aust.| 2, 430-431, Sept. 17, 1949. 
7 figs., 4 refs. 


A woman of 57 with severe fatty infiltration of the 
liver attributed to alcoholism and malnutrition was sub- 
jected to repeated aspiration biopsy of the liver over a 
period of 8 weeks while under treatment in hospital with 
full diet and added choline. Absorption of liver fat 
was considerable after 2 weeks and almost complete 
at the end of 2 months. There was corresponding 
improvement in the clinical condition, and in liver 
function as assessed by biochemical tests. The degree 
of hepatic fibrosis was minimal in this case. 

P.C. Reynell 


1671. Factors in the Treatment of Laénnec’s Cirrhosis. 
I. Clinical and Histological Changes Observed During a 
Control Period of Bed-rest, Alcohol Withdrawal, and a 
Minimal Basic Diet 

G. KLATsSKIN and R. Yesner. Journal of Clinical 
Investigation clin. Invest.] 28, 723-735, July, 1949. 
5 figs., 43 refs. 


A carefully controlled investigation was planned of 
the effects on liver cirrhosis of dietary supplements of 
choline and protein, as judged by changes in symptoms, 
liver function tests, and serial liver biopsies. A_ pre- 
liminary control period of 3 to 7 weeks’ observation, 
with complete rest in bed, no alcohol, and a basic diet, 
led to such striking changes that the original plans 
were deferred and a full study made of the effects of the 
control regimen alone. 


Of 14 patients studied, liver biopsy had shown fatty 
infiltration and intralobular disorganization in all, 
cellular infiltration in 13, bile-duct proliferation in 13, 
and fibrosis in 13. After several weeks on the control 
regimen, with a diet containing | g. of protein per kg. 
body weight, 100 g. fat per kg., and carbohydrate to 
raise intake to 30 Calories per kg.,a further biopsy showed 
diminution of fatty infiltration in 13 cases and its complete 
disappearance in 3. Cellular infiltration had lessened 
in 4 and disappeared in 4, bile-duct proliferation had 
lessened in 4 but increased in 3, while fibrosis generally 
showed no change, but was greater in one case and 
less in one. Thus the main change was a great reduc- 
tion in fatty infiltration, which was accompanied 
by improvement in liver function in half the cases and 
by subjective improvement in all but 2. 

No conclusions are drawn as to which factors in this 
basic regimen were responsible for the apparent improve- 
ment; it is conceded, however, that relative starvation 
might have been a factor. Eight of the patients lost 
weight on the regimen, but some of this may have been due 
to loss of water. It is stressed that these basic conditions 
of treatment must be taken into consideration in the 
evaluation of the specific therapeutic action of dietary 
supplements. C. L. Cope 


1672. The Course of Cirrhosis of the Liver in Patients 
Treated with Large Doses of Liver Extract Intravenously. 
A Study of 112 Cases: 44 Control Cases, 68 Cases 
Treated with Liver Extract Intravenously 

E. P. Ratu, S. H. Leste, G. H. Srueck, H. E. Suorr, 
J. S. Rosson, D. H. CLarke, and B. LAKEN. Medicine 
| Medicine, Baltimore] 28, 301-332, Sept., 1949. 9 figs., 
43 refs. 


Administration of liver extract intravenously was found 
to prolong life in cases of cirrhosis of the liver. Up to 
120 ml. was given weekly, sometimes for as long as 3 
years, in addition to a standard regimen. In this group 
the survival rate was 65°, after one year, 48°, after 3 
years, and 41°, after 5 years. In a group of cases of 
equal severity receiving the same regimen, but without 
intravenous liver extract, the survival rate was 29°, after 
one year and 12°, after 3 years. J. Basil Rennie 


1673. An Evaluation of Human Serum Albumin in the 
Treatment of Cirrhosis of the Liver 

W. W. Fatcon, R. D. Eckuarpt, T. L. Murpuy, A. M. 
Cooper, and C. S. Davipson. Journal of Clinical 
Investigation [J. clin. Invest.| 28, 583-594, July, 1949. 
6 figs., 15 refs. 


Salt-poor, concentrated (25°), human serum albumin 
was given intravenously diluted with an equal volume of 
5 or 10°, dextrose solution in 29 cases of hepatic cirrhosis 
with oedema or ascites. (For various reasons treatment 
or follow-up was considered to have been insufficient 
to enable the effects to be determined in 9 cases.) The 
quantity necessary to raise the patient’s serum albumin 
concentration to between 3 or 4 g. per 100 ml. varied; 
usually 50 to 100 g. was given daily for 5 to 10 days. 
Four types of response were observed: (1) immediate 
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improvement with diuresis within the first 10 days (4 
cases); (2) slow improvement with diuresis and slow 
loss of retained fluid during 1 to 3 months’ treat- 
ment (5 cases); (3) delayed improvement with relief 
of ascites and oedema over a period of 6 to 8 months 
(2 cases); and (4) failure to improve (6 cases). (The 
remaining 3 cases are not classified because their treatment 
included sodium restriction also.) Charts illustrating 
the course of these various types of response are provided. 
The improvement obtained was of variable duration; 
3 patients remained free of ascites for 10 months or more, 
but of the 20 fully treated patients 10 died from various 
causes within 3 months and an eleventh at the 4th 
month. 

Among the 29 cases given partial or full treatment 
fatal haemorrhage from oesophageal varices occurred 
during treatment in 3. Pulmonary oedema occurred in 
2 cases, being fatal in one. Pleural effusions developed 
in 2 cases. Pyrogenic reactions were rare, but in one 
case an intravenous dose of albumin and liver extract 
resulted in rigor and fatal hepatic coma. Leakage of 
administered albumin into the ascitic fluid was shown 
to occur, but was minimized when a diet low in sodium 
was given. It is concluded that, although intravenous 
administration of human serum albumin in cases of 
hepatic cirrhosis may be expected to be of some nutritive 
value, it is specific for the treatment neither of fluid 
retention nor of the underlying liver disease. 

C. L. Cope 


1674. The Effect of Human Serum Albumin, Mercurial 
Diuretics, and a Low Sodium Diet on Sodium Excretion in 
Patients with Cirrhosis of the Liver 

W. W. Fatcon, R. D. ECKHARDT, A. M. Cooper, and 
C. S. Davipson. Journal of Clinical Investigation [J. 
clin. Invest.) 28, 595-602, July, 1949. 7 figs., 22 refs. 


A study has been made of sodium excretion in a group 
of 11 patients with ascites and oedema associated with 
cirrhosis of the liver, with special reference to the 
effects of the administration of concentrated human 
serum albumin and of mercurial diuretics. Four of the 
patients were given a low-sodium diet (21 mEq. daily) 
and their serum albumin concentration was raised above 
3-2 g. per 100 ml. by intravenous injections of concen- 
trated albumin. The sodium intake was then raised to 
6 g. (102 mEq) daily. In all cases there resulted a posi- 
tive sodium balance, increase in weight, and increased 


rate of ascites formation. Weight did not fall on- 


returning to a low-sodium intake. In 2 patients main- 
tained on a low-sodium diet with sufficient intravenous 
albumin to maintain a normal serum albumin level, a 
marked inability to excrete sodium following the intra- 
venous administration of saline was demonstrated. 
When a good diuresis and loss of weight followed intra- 
venous serum albumin, however, a rise in sodium excre- 
tion (from 5 mEq. to 236 mEq. daily in one case) was 
observed, but there was considerable variation in the 
response of different patients, which was to some extent 
related to the degree of diuresis achieved. When the 
administration of mercurial diuretics resulted in a rapid 
loss of oedema and ascites, there was also a great rise in 


sodium excretion, which in one case rose from 9 mEq. 
to 130 mEq. daily. In one patient, who appeared to be 
recovering from the tendency to recurrent ascites and 
was being given maintenance albumin injections and an 
unrestricted sodium intake, an additional dose of 6 g. of 
salt led to satisfactory excretion of sodium and no fluid 
retention. No definite conclusions are drawn concern- 
ing the possible factors responsible for the impaired 
sodium excretion in cirrhotic ascites. 

{Blood sodium changes and sodium clearances were 
not followed in these cases.] C. L. Cope 


1675. Improvement of Active Liver Cirrhosis in Patients 
Maintained with Amino Acids Intravenously as the Source 
of Protein and Lipotropic Substances 
R. D. EckuHarpt, W. W. FALcon, and C. S. DAvipson. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
603-614, July, 1949. 6 figs., 41 refs. 


To 4 patients with advanced alcoholic cirrhosis of the 
liver, a basal diet adequate in calories, but free of protein 
and of vitamin-B complex (except for small amounts of 
choline) was given. In addition, supplements of 
vitamins A, C, and D, aneurin, riboflavin, nicotinic acid, 
pyridoxine, and pantothenic acid were given daily. 
As the sole source of protein, a 10% solution of amino- 
acids prepared by recombination of an acid hydrolysate 
of casein, with additional glycine and pL-tryptophan, 
was given, 500 to 1,000 ml. of this solution being given 
by rapid intravenous injection each morning. The injec- 
tions were well tolerated and only 8 reactions occurred 
among 79 infusions. 

A positive nitrogen balance was maintained in 3 cases, 
but was scarcely achieved in the fourth. The serum 
concentration of alpha amino-acid and of non-protein 
nitrogen did not vary greatly, nor did the urinary excre- 
tion of alpha amino-nitrogen. A slight weight gain 
occurred in all cases, with definite peripheral oedema in 
2. The degree of ascites was not appreciably altered, 
but the results of liver function tests improved in all 
cases and jaundice, present in 3 cases, diminished. 
Successive liver biopsies in one patient showed, within 
20 days, a distinct improvement in histological appear- 
ance. The loss of administered alpha amino-acid in the 
urine varied from 2-8 to 23%, th: amount being un- 
related to the rate of intravenous infusion. The concen- 
tration of each of 10 “ essential’? amino-acids was 
determined in the infusion solution by microbiological 
assay and similar estimations were carried out on the 
urine. There was considerable variation among patients 
in the quantity of individual amino-acids excreted, but in 
general there was a high percentage excretion of threonine 
and histidine and a low excretion of arginine, with inter- 
mediate values for other amino-acids. In this respect, 
cirrhotic patients did not differ appreciably from the 
normal. There was no increase in serum albumin level 
as a result of these infusions. It is concluded that 
intravenous administration of amino-acids was well 
tolerated and permitted clinical improvement. _ 

[The possible effects of bed rest alone (see Abstract 
1671) as a factor in the improvement noted, is not 
considered. ] C. L. Cope 
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Endocrine Disorders 


1676. Subacute (Pseudotuberculous, Giant Cell) Thyroid-— 


itis and its Treatment 

J. D. OsmMonp and U. V. PoRTMANN. American Journal 
of Roentgenology and Radium Therapy [Amer. J. Roent- 
genol.] 61, 826-829, June, 1949. 21 refs. 


The authors have reviewed all cases of thyroiditis seen” 


at the Cleveland Clinic during the period 1936-47. These 
cases are classified as specific and non-specific and out of 
a total of 143 cases of non-specific thyroiditis there were 
93 cases of subacute thyroiditis, the pathological and 
clinical features of which are described in detail. Of these 
patients 55 were treated with x rays at 200 kV and 50 cm. 
focus-skin distance, a skin dose of 100 to 150 r being 
given every other day for 4 to 6 treatments. No untoward 
effects resulted from this treatment and no case of myx- 
oedema was noted, and 40 of the patients were cured by 
one course. The authors therefore suggest that x-ray 
therapy is indicated in cases of subacute thyroiditis. 
H. C. Warrington 


1677. Extracellular Fluid in Hyperthyroidism and its 
Treatment. (Etude des liquides extra-cellulaires au 
cours de l’hyperthyroidie et de son traitement) 

R. CACHERA; M. Lamotte, F. Darnis, and J. RAYNAUD. 
Praxis [Praxis] 38, 828-834, Sept. 22, 1949. 4 figs., 
17 refs. 


The extracellular fluid volume of 14 hyperthyroid 
patients, 24 slim patients, and 20 normal subjects was 
measured by the sodium thiocyanate diffusion-space 
technique (Cachera and Barbier, Paris Méd., 1942, 32, 
29). For the hyperthyroid patients the basal metabol- 
ism, the total and esterified cholesterol levels in blood, 
the serum protein level, the chloride level in plasma and 
blood cells, and the degree of hydraemia were also 
determined. The mean volume of extracellular fluid in 
the normal subjects (12-6 litres for a mean body weight 
of 59-7 kg.) was less than that in the hyperthyroid patients 
(14-7 litres for 51-2 kg.) but greater than that in the slim 
patients (11-7 litres for 45-8 kg.). Treatment of 13 
hyperthyroid patients with either aminothiazole or 
‘thiouracil or by thyroidectomy reduced the mean volume 
of extracellular fluid from 14-3 to 10-8 litres. 

J. E. Page 


1678. Investigations of Human Thyroid Function with 
the Use of Small Doses of Radio-active Iodine, and the 
Effect of Thyrotrophic Hormone on I°*! Uptake and 
Excretion 

M. Reltss, R. E. HEMPHILL, B. M. Murpny, J. M. 
HALKERSTON, and F. E. Baprick. Journal of Endo- 
crinology {J. Endocrinol.] 6, 235-243, 1949. 8 figs., 
13 refs. 


At the Bristol Mental Hospitals a method was devised 
of measuring thyroid function by intravenous injection of 


radioactive iodine (15 jc. tracer-free 14%4), The intra- 
venous route was adopted to eliminate errors arising 
from differences in absorption rates from the alimentary 
tract. The radioactivity of the thyroid was recorded 
continuously for 2 hours immediately after injection by 
using a specially modified “‘dynatron”’ scaler. The 
number of counts per minute was plotted against time 
to produce a curve of the uptake of [284. The authors 
believe that the most characteristic portion of this curve 
occurs in the first 30 minutes, and state that the peak 
level—between the 24th and 48th hours—rarely exceeds 
the 30-minute level by more than 150%. No direct 
proportional relation was found between the thyroid 
uptake rate measured in this way, and the 72-hour 
urinary excretion of I'*4. In 7 patients (chronic psy- 
chotics) with low 17-ketosteroid excretion levels, the 
uptake of I'*! was increased by a course of injections of 
thyrotrophic hormone, whereas in 5 chronic schizo- 
phrenic patients who excreted normal amounts of 17- 
ketosteroids there was no response to thyrotrophic 
hormone. This method permits differentiation of 
primary (thyrogenous) from secondary (hypopituitary) 
hypothyroidism. 

[The abstracter would like to see further details of the 
clinical assessment of thyroid state, and of the peak 
values of I**! collected by the thyroid. Moreover, no 
attention appears to have been paid to factors which 
would be likely to influence the early measurements over 
the thyroid, such as vascularity and the I**! content of 
the extrathyroid tissues of the neck.] G. Ansell 


1679. Urinary Excretion of Radioactive Iodine as a 
Diagnostic Aid in Thyroid Disorders 
A. S. MASON and R. Oxiver. Lancet [Lancet] 2, 456- 
460, Sept. 10, 1949. 4 figs., 8 refs. 


At the London Hospital, 10 jc. 1'*1 (with 50 pg. 
sodium iodide as carrier) was administered orally 
to 22 thyrotoxic and 7 myxoedematous patients 2 hours 
after breakfast, and the urine collected at intervals for 
24 hours. There were 28 excretion tests on controls 
{number of patients doubtful]. The total 24-hour I!* 
excretion values were: for patients with thyrotoxicosis 
5 to 26%, for normal subjects and for patients with 
myxoedema 28 to 72%. With urine collected between 
6 and 24 hours after the dose, the values were: in cases 
of thyrotoxicosis 0 to 4-5%, in normal subjects 10 to 
26%, and in cases of myxoedema 25 to 39%. [There 
is a slight inconsistency between the results shown in 
Fig. 1 and those given in the text.] In 16 cases where the 
diagnosis of thyrotoxicosis was doubtful, I**1 excretion 
tests gave suggestive but not conclusive results. The 
results were also analysed according to the methods of 
Keating (J. clin. Invest., 1947, 26, 1138), and it was con- 
cluded that Keating’s “* thyroid rate factor ’’ gave a more 
accurate quantitative indication of thyrotoxicosis. 
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Investigations were undertaken to determine the 
effect on this test of excessive sweating, biliary fistula, 
constrictive pericarditis before and after ‘ neptal”’ 
diuresis, fever, and steatorrhoea. These did not signifi- 
cantly affect the excretion values. Impairment of renal 
function may, however, produce misleading results. 

G. Ansell 


1680. Urinary Excretion of Radioactive Iodine as a 
Diagnostic Test in Thyroid Disease 

D. G. ARNOTT, E. W. Emery, R. FrRAser, and Q. J. G. 
Hopson. Lancet [Lancet] 2, 460-465, Sept. 10, 1949. 
3 figs., 27 refs. 


The authors have examined the urinary excretion of 1'31 
in 30 normal, 26 typical thyrotoxic, and 3 hypothyroid 
persons. Ten millicuries of I*** (with 10 zg. potassium 
iodide as carrier) was administered orally to the fasting 
patient, and the urine collected at intervals for 48 hours. 
For samples containing small amounts, a method is 
described of concentrating the I'*1 by precipitating it as 
silver iodide, and then re-dissolving in a small volume of 
concentrated sodium iodide. Analysis of the excretion 
rates shows that the maximum difference between the 
I'5! excretions of thyrotoxic and of normal patients 
occurs in the urine excreted from the 8th to the 12th 
hour, while in myxoedematous patients the difference is 
most marked in the 24- to 48-hour period. The amount 
of the dose excreted between the 8th and 12th hours in 
thyrotoxicosis was 0-1 to 2-1% (mean 0-5, standard 
deviation (S.D.) 0-4) and in normal subjects 3 to 10-2% 
(mean 6-9,S.D.2). For the 24 to 48 hour collection, the 
values for normal subjects were 0-1 to 9-4% (mean 4:3, 
S.D. 2-8), and in hypothyroidism 18-5 to 22-8% (mean 
20:3). The factors which influence the collection of 
radioactive iodine by the thyroid are discussed. [In 
discussing the effects of thiocyanate, no reference is made 
to the important paper by Wolf et a/. in Endocrinology, 
1946, 39, 140.] G. Ansell 


1681. The Rate of Conversion of Administered Inorganic 
Radioactive Icdine into Protein-bound Iodine of Plasma 
as an Aid in the Evaluation of Thyroid Function 

D. E. CLark, R. H. Moe, and E. E. ApaAms. Surgery 
[Surgery] 26, 331-340, Sept., 1949. 2 figs., 15 refs. 


The authors describe an investigation which was 
undertaken at the University of Chicago to determine 
whether the rate of conversion of orally administered 
inorganic radioactive iodine into protein-bound iodine of 
the plasma would be a useful indication of the state of 
activity of the thyroid. Other workers had investigated 
the value of the urinary excretion of radioactive iodine 
as such an index, but had found poor correlation between 
the figures computed in this way and those derived from 
direct measurements of radioactivity over the gland. 

Radioactive inorganic iodine was administered orally 
to patients with varying degrees of thyroid function and 
to patients with hypertension and cardiac disease with an 
elevated basal metabolic rate. A sample of blood was 
taken exactly 24 hours later and, after suitable treatment 
and drying, the total radioactivity in a given amount of 
plasma and that in its protein fraction were measured 


in counts per second by means ot a Geiger—Miiller 
counter, the latter being expressed as a percentage of the 
former and designated the “ conversion ratio”. In 28 
patients with hyperthyroidism, the ratio ranged from 
45 to 96%, with an average of 78-5%, and there appeared 
to be some relation between the severity of the hyper- 
thyroidism and the conversion ratio. All patients in 
whom the conversion ratio is 50% or more are considered 
by the authors to have hyperthyroidism. In 22 patients 
considered on clinical grounds to have normal thyroid 
activity, the conversion ratio ranged from 13 to 42%, 
with an average of 24%. In 19 patients with clinical 
hypothyroidism or myxoedema, the range was 2:7 to 
12:5%, the average being 6%. All patients whose 
conversion ratio is less than 10% are therefore considered 
by the authors to have abnormally low thyroid activity. 
In 7 patients with severe hypertensive cardiac disease with 
an elevated basal metabolic rate, the conversion ratio 
was less than 10% but in 2 cases of essential hypertension 
without apparent heart disease, the ratios were 36% and 
23-8% respectively, that is, within the normal range. 
These results suggest that measurement of the rate of 
incorporation of radioactive iodine into protein-bound 
iodine of the plasma may be a useful guide to thyroid 
activity. A. S. McLean 


1682. The Excretion of 17-Ketosteroids in Idiopathic 
Hirsutism 

P. Koets. Journal of Clinical Endocrinology [J. clin. 
Endocrinol.| 9, 795-800, Sept., 1949. 3 figs., 24 refs. 


The urinary excretion of 17-ketosteroids in normal 
women fluctuates between 5 and 18 mg. per 24 hours. 
Where a masculinizing tumour is the cause of hirsutism 
the excretion is high or very high. From Stanford 
University School of Medicine, San Francisco, an 
investigation is reported on 17-ketosteroid excretion 
in 9 patients complaining of increased growth of facial 
and body hair for which no cause could be found. 
Their ages ranged between 21 and 30 years, the history 
from 2 to 4 years; 4 were single, 5 were or had been 
married, and none had children. Each week throughout 
the menstrual cycle 24-hour urine specimens were 
analysed for 17-ketosteroids by an adaptation of the 
method of Robbie and Gibson (J. clin. Endocrinol., 
1943, 3, 200). Two normal women were used as controls. 

The average excretion level was shownto be above 
normal although fluctuations to normal occurred; there 
was a cyclic variation, with the highest excretion values 
at the approximate time of ovulation. 

For comparison, daily excretion of ketosteroids was 
estimated in normal female rats. The results showed a 
marked variation of excretion with the maximum at 
mid-oestrus, a time which corresponds to ovulation in 
women. After ovariectomy the cyclic variation ceased 
and the excretion level fell below normal. After adren- 
alectomy the excretion was below measurable levels. 

It is concluded that the increased ketosteroid excretion 
in idiopathic hirsutism is the result of a stimulation of the 
adrenal cortex by ovarian hormones. This sensitivity 
of the adrenal cortex is absent or imperceptibly small 
in normal women. D. W. Higson 
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Dermatology 


1683. Evaluation of Topical Dichloroxyquinaldine (Stero- 
san) as a Therapeutic Agent in Dermatology 

A. J. TRONSTEIN. Journal of Investigative Dermatology 
[J. invest. Derm.] 13, 119-123, Sept., 1949. 5 refs. 


Dichloroxyquinaldine, an oxyquinoline derivative, 
has been tested on a large variety of dermatoses and 
appears to be safe and satisfactory as a local application. 
The best results were seen in infective conditions caused 
by Gram-positive organisms. In most cases there was 
little or no evidence of serious side-effects. It appears to 
be less sensitizing than the related compound, “ vio- 
form ”’. James Marshall 


1684. Suboccipital Dermatitis 

F. W. Lyncu. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 60, 307-317, Sept., 1949. 
2 figs., 7 refs. 


An analysis is made of 83 cases of suboccipital 
dermatitis. The condition is much more common in 
women, and evidence of menstrual abnormality is fre- 
quent. It is probably a form of neurodermatitis, though 
other evidence of this in any given case is frequently 
absent. It can be distinguished from psoriasis and 
contact dermatitis clinically, and seborrhoeic factors 
were not particularly evident in this series. In general, 
the condition responded rather well to treatment. In 
addition to local measures, including x-ray treatment, 
oestrogen administration is a valuable adjuvant “* when 
there are other indications for its use”. As emotional 
and psychological factors seem of importance in many 
cases, mild sedation or some form of psychotherapy may 
be most helpful. J. E. M. Wigley 


1685. A New Skin Treatment for the Incontinent 
Patient. A Preliminary Report 

G. NAGAMATSU, T. JOHNSON, and M. E. SILVERSTEIN. 
Geriatrics [Geriatrics] 4, 293-302, Sept.—Oct., 1949. 
18 refs. 


This preliminary report emanates from the New York 
Medical College, where the authors have studied the 
effect of an antiseptic quaternary ammonium com- 
pound (para-di-isobutyl-cresoxy-ethoxy-ethyl dimethyl- 
benzylammonium chloride monohydrate, or “ dia- 
parene’’) in inhibiting the bacterial formation of 
ammonia from. urine. After considering the several 
causes of excoriation of the skin in incontinent patients 
they consider the irritating effect produced by the action 
of organisms on the nitrogenous components of urine to 
be a potent factor. Diaparene was chosen for trial 
because of its low toxicity, bacterial activity in high 
dilution, and its effectiveness against a wide range of 
organisms. 

Sterile dressings were rinsed in a | in 5,000 solution of 
diaparene before autoclaving, and the impregnated 


dressings applied twice daily to the cutaneous areas under 
study. Four groups of patients were treated. In the 
first group of 8 patients the prepared dressings were 
used prophylactically, the second group of 6 had only 
erythema of the skin, the third group of 5 had superficial, 
and the fourth group of 4 patients deep decubitus ulcers, 
In the first group prophylaxis was highly successful and 
in all the other groups considerable improvement was 
observed as long as treatment was maintained (for periods 
ranging up to 3 weeks). 

[The authors of this useful paper do not sufficiently 
stress that this is only adjuvant treatment and that other 
measures—such as frequent alteration of position, early 
mobilization,—are of equal, if not greater, importance 
and must not be neglected.] P. D. Bedford 


1686. Chronic Eczema as a Variant of Dermatitis 
Herpetiformis 

S. GorDON and L. J. A. LOEWENTHAL. British Journal 
of Dermatology and Syphilis (Brit. J. Derm. Syph.] 61, 
359-378, Nov., 1949. 5 figs., 42 refs. 


This paper is written with the intention of showing 
that many cases diagnosed as eczema ’’, or as “* endo- 
genous’, or “ idiopathic’’, or dyscrasic’’ eczema 
have similarities with dermatitis herpetiformis and 
represent a common form of this disease. Some of the 
points in which Duhring’s malady resembles eczema are 
symmetry, intractability, the tendency for the lesions 
to form clusters, itching, and vesiculation. Eosinophilia 
may be noted in many cases of eczema and is common in 
dermatitis herpetiformis. Both maladies may respond 
to arsenic and both are characterized by fluctuation and 
post-inflammatory pigmentation. 

The authors present case histories from a series of 69 
examples of so-called “‘ chronic eczema’, all of which 
had certain features in common with dermatitis herpeti- 
formis and responded promptly to treatment with 
arsenic or sulphapyridine. They consider that certain 
cases of post-adolescent neuro-dermatitis and the malady 
named chronic discoid and lichenoid dermatitis (Sulz- 
berger and Garbe) appear to be closely allied to Duhring’s 
malady. R. M. B. MacKenna 


1687. Purpura Annularis Telangiectodes (Majocchi’s 


Purpura) and Related Conditions). (Le purpura annulaire _ 


télangiectasique de Majocchi et ses parentés) 
A. TourRAINE. Presse Médicale [Pr. méd.| 57, 934-936, 
Oct., 1949. 9 figs. 


Nearly 400 cases of Majocchi’s disease have been 
described in the literature. This condition begins with 
a punctate or lenticular follicular spot with fine telangiec- 
tases. The lesion gradually enlarges and clears in the 
centre, giving rise to a more or less regular ring of 0:2 to 
2 cm. diameter. The next stage (which may be absent) 
consists of the appearance of purpuric follicular lesions 
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spreading among the telangiectases and forming a smooth 
purpuric ring. The purpura gradually fades leaving 
light pigmentation. When the lesion disappears depig- 
mented atrophy is left. Of 71 cases, in 31 the eruption 
was confined to the lower limbs; lower limbs and trunk 
were affected in 8, all the limbs in 10, and the trunk and 
ali the limbs in 8. The lesions were symmetrical and 
were always present in large numbers (twenty to several 
hundred). The sexes were almost equally affected. The 
condition was found at all ages, but especially from 11 
to 40. The eruption may continue for years. 

The related conditions are divided into: (1) purpuric; 
(2) acquired telangiectatic; and (3) chronic erythe- 
matous. Four purpuric conditions are described. Up 
to 1939, 130 cases of Schamberg’s disease had been 
recorded. Its elements are few in number and asym- 
metrical. At first there are flat, grouped, cayenne-pepper 
dots with minute telangiectases. The dots disappear 
after a few months from the centre of the lesion and 
others appear irregularly, especially at the periphery. 
Eventually each plaque has an irregular outline and 
measures 5 to 20 cm. in diameter. After a few months 
there is diffuse brown pigmentation and sometimes 
slight scaliness at the site of former punctae. Sometimes 
there may be small, sharply defined, slightly atrophic 
areas of depigmentation. Complete evolution takes 5 to 
30 years and spontaneous complete regression is very 
rare. The distribution is the same as in Majocchi’s 
disease. Micro-papules may appear over the purpuric 
spots. This disease is four times commoner in men 
than in women and, although it appears at all ages, 
80% of cases occur between 21 and 50. Fewer than 
10 lesions are present at a time. 

The author has seen 5 cases (4 unpublished) of another 
condition; about 20 similar cases have been reported 
with various diagnoses. It is found three times as often 
in women as in men and the ages have been from 11 to 
68 years. The lower limbs are most frequently affected. 
There is usually one lesion, and never more than three. 
Early lesions resemble those of Majocchi’s disease, 
but they grow more rapidly and in 6 to 8 months may be 
of the size of the palm of a hand. The lesion becomes 
arciform. The name proposed for this condition is 
purpura télangiectasique arciforme 

About 25 examples of Gougerot’s purpuric and pig- 
mented lichenoid dermatitis have been recorded, two- 
thirds of them in men. There is a large number of 
purpuric lichenoid papules, scattered or grouped, on the 
limbs or on the lower half of the body. Favre’s purpuric 
and pigmented angiodermatitis is found on legs with 
— there are large lesions with poorly defined 
edges. 

Three conditions are described in the telangiectatic 
group. Telangiectasia macularis eruptiva perstans of 
Parkes Weber and Hellenschmied, found chiefly in stout 
adult women, Brocq’s “ félangiectasies en plaques’’, 
distinguished from Majocchi’s disease by the absence of 
circinate lesions and by the discreteness of the purpuric 
puncta, and Crocker’s angioma serpiginosum. All 
these conditions have common histological characteristics 
—dilatation and thickening of the small vessels in the 
papillary and sub-papillary zones, swelling of the 


endothelium, ectasia, and moderate round-cell and 
histiocytic pericapillary infiltration. Predominance of 
one of these characteristics determines the type of lesion. 
A toxi-infective origin is suggested for them. [This 
important paper is beautifully illustrated.] 

E. Lipman Cohen 


1688. The Treatment of Mycosis Fungoides with Nitrogen 
Mustard. (Zur N-Lost-Behandlung der Mykosis fun- 
goides) 
R. SCHAEFER and H. LeHNner. Medizinische Klinik 
[Med. Klinik] 44, 1274-1277, Oct. 7, 1949. 2 figs., 
13 refs. 


Nitrogen mustard has been used successfully to 
alleviate symptoms in lymphogranulomatosis, lympho- 
sarcoma, and reticulo-endothelioma. A case of proven 
mycosis fungoides is described in which the tumours 
disappeared rapidly after intravenous injection of 
nitrogen mustard. The patient was a 46-year-old man 
who had suffered from the condition for 12 years. Many 
types of treatment had previously been used without 
benefit, including x-ray therapy and administration of 
arsenic and urethane. 

Nitrogen mustard was given intravenously daily in 
doses of 2 mg., 3 mg., and 4 mg. in physiological saline 
up to a total of 41 mg. After this dosage the nodules 
had disappeared; the erythroderma persisted but the 
skin was much smoother. The erythrocyte count had 
fallen to 1,600,000 per c.mm. and blood transfusion was 
necessary. In 2 months’ time small new nodules were 
appearing and a further course of injections was given, 
16 mg. nitrogen mustard being administered; again the 
nodules disappeared. There were no unpleasant effects 
of injection; the authors stress the importance of giving 
the injection quickly. 

It is not claimed that the disease is cured by nitrogen 
mustard, but the drug is a valuable means of alleviating 
the very unpleasant symptoms of this distressing 
condition. H. R. Vickers 


1689. Pulmonary Fibrosis in Scleroderma 

J. E. M. WiGLey, V. EpMuNDs, and R. BRADLEY. British 
Jeurnal of Dermatology and Syphilis (Brit. J. Derm. 
Syph.] 61, 324-327, .Oct., 1949. 1 fig., 4 refs. 


A case is described of generalized scleroderma of the 


skin in which there were marked respiratory symptoms 
and radiological evidence of widespread pulmonary 
fibrosis. Reference is made to similar cases which have 
been described previously and the authors emphasize that 
scleroderma is not only a skin disorder but a widespread 
disease of connective tissue throughout the body. 

John Forbes 


1690. Manual Epilation in Treatment of Tinea Capitis 
J. F. Witson. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 60, 347-355, Sept., 1949. 
9 refs. 

It is concluded that manual epilation is definitely of 
value in the treatment of tinea capitis, regardless of the 
methods used.—[From the author’s summary.] 
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1691. Treatment of Neurosyphilis with Penicillin Com- 
bined with Artificial Fever 
N. N. Epstein and J. M. Key. Archives of Dermatology 
and Syphilology {Arch. Derm. Syph., Chicago] 60, 543- 
557, Oct., 1949. 20 refs. 


[In 87 patients various forms of neurosyphilis were 
treated with a combination of penicillin and fever therapy, 
the latter being given by the blanket method. The 
response in cases of general paresis and meningovascular 
syphilis was satisfactory. There was little change in 
tabes dorsalis. Definite improvement was detectable in 
70% of all specimens of cerebrospinal fluid during the 
first year of observation. Two severe neurological 
Herxheimer reactions were seen. It is believed that the 
combination of penicillin and fever therapy is superior to 
chemotherapy with metals and fever therapy. 

[Many authorities believe that it is unnecessary to add 
fever therapy to penicillin as the therapeutic effect is 
no greater and the mortality due to treatment higher, 
when fever is induced.] G. W. Csonka 


1692. Neurosyphilis Treated with Penicillin. Report of 
140 Cases 

D. GOLDMAN. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 141, 431-438, Oct. 15, 1949. 
22 refs. 


A series of 140 cases of severe neurosyphilis, in which 
the colloidal gold reaction was of paretic type, were 
treated with penicillin, alone or in conjunction with fever 
or bismuth. The details of treatment, and the results 
as judged 2 or more years later, are reported. The 
patients were divided into six groups and received the 
following treatment: (1) Intramuscular injection of 
penicillin combined with fever therapy (11 cases). 
Total amounts of penicillin (1-5 to 2 mega units) were 
given in two courses, with fever above 105° F. (40-6° C.) 
for 2 to 3 hours at a time toa total of 30 hours. (2) Intra- 
muscular and intraspinal injection of penicillin (45 cases). 
The average total intramuscular dose was 2-5 mega units 
and the intraspinal dosage was 10,000 units each day 
for 2 days, then 20,000 units each day for 9 days; total 
penicillin 200,000 units in 11 days. The author con- 
siders it important to dilute the penicillin for intraspinal 
injection so that the concentration is not greater than 
1,000 units per ml. He effects final dilution by with- 
drawing spinal fluid into the syringe. (3) Intraspinal 
injection of penicillin alone, in the dosage given above 
(10 cases). (4) Intramuscular injection of penicillin 
combined with fever therapy and intraspinal penicillin 
(32 cases). A total of approximately 4 mega units of 
penicillin was given in each case. (5) Intramuscular 
calcium or procaine penicillin in oil and wax, 300,000 
units once daily (total 3-6 mega units) combined with 


intraspinal penicillin and fever (17 cases). (6) Intra- 
muscular penicillin in oil and wax, intraspinal penicillin, 
and fever as in group (5), followed by intramuscular 
injections of 0-2 g. of bismuth sodium thioglycollate 
twice a week for 10 weeks, repeated after an interval of 
4 to 6 weeks (25 cases). The results in each group after 
2 or more years are given in the following table, the most 
favourable results being obtained in group (6): 


Patients out Patients in | 
of Hospital Hospital 
Treat- 
Group 5 5 £2) 
E 5 3 
= a 
(1) 5 2 1 1 1 1 11 
(2) 8 10 3 7 4 13 45 
(3) 3 10 3 8 3 5 32 
(4) 0 6 1 1 0 2 10 
(5) 1 4 4 4 2 2 17 
(6) 4 6 4 4 4 3 25 
Totals ..| 21 38 16 25 14 26 | 140 


The state of the blood and cerebrospinal fluid in 88 
patients at the end of one year is reported. The author 
believes that the cell count and protein content of the 
fluid are so susceptible to even inadequate treatment that 
they should not be accepted, as they commonly are, 
as a guide to therapeutic results. Psychological tests 
(Wechsler-Bellevue intelligence test) were carried out on 
36 patients at the end of one year and showed that the 
greatest improvement occurred after 6 months from the 
end of treatment. The results obtained with these tests 
suggest that they are probably of more value in assessing 
the progress of a patient with dementia paralytica than 
are the customary laboratory tests. V. E. Lloyd 


1693. Aureomycin: A New Treatment for Syphilis? 
R. R. Wittcox. British Medical Journal (Brit. med. J.) 
2, 1076-1077, Nov. 12, 1949. 6 refs. 


Nine negro patients with early syphilis were given 
aureomycin in small doses of 750 to 1,500 mg. over 24 to 
48 hours. Each case was dark-field-positive before 
treatment; in 6 no treponemes were found 24 hours after 
starting treatment and in all cases dark-field examination 
gave negative results after 48 hours. Healing of lesions 
was rapid, especially in cases of secondary syphilis. The 
maximum period of follow-up was 17 days, and in one 
case (in a woman with secondary syphilis) relapse 
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occurred on the twelfth day. The author concludes that 
aureomycin has a marked action on human syphilis and 
refers to other publications which indicate its efficacy in 
gonorrhoea, granuloma inguinale, and lymphogranuloma 
venereum. 

[More extensive trials in the United States have indi- 
cated that aureomycin may offer an effective means of 
oral prophylaxis and therapy for these diseases: 
unfortunately, a risk of drug resistance is reported.] 

S. M. Laird 


1694. Aureomycin and its Effect in Early Stages of 
Syphilis. A Preliminary Report 

J. RODRIQUEZ, F. PLoTKE, S. WEINSTEIN, and W. W. 
Harris. Journal of the American Medical Association 
[J. Amer. med. Ass.] 141, 771-772, Nov. 12, 1949. 1 fig., 
7 refs. 


Following the discovery by O’Leary, Kierland, and 
Herrell that oral aureomycin appears to have some 
antispirochaetal activity in early syphilis, the authors 
used this drug to treat 27 patients with early dark-field- 
positive syphilis, 21 of whom were in the secondary 
stage. An initial dose of 2 g. (eight capsules of 250 mg. 
each) was given, and this dose was repeated 4 hours later; 
then 1 g. was given every 4 hours day and night until a 
total of 70 g. had been reached in a little over 11 days. 
Dark-field studies were carried out in 17 cases, surface 
lesions becoming negative in 17 hours in 3 cases and in 
65 hours in 2 cases, the average time for the group being 
39 hours. In every instance open lesions healed com- 
pletely, but healing seemed to be more prolonged than 
after treatment with tervalent arsenicals or intramuscular 
injection of aqueous penicillin. 

Levels of aureomycin in blood were studied hourly for 
6 hours in 7 cases after one oral dose of 2 g. of aureo- 
mycin, and also at the 8th and 10th hours. In 6 addi- 
tional cases levels were estimated at the 16th, 18th, and 
24th hours. An average peak concentration of 2°63 yg. 
per ml. of blood was found at the 4th hour, the level 
gradually falling thereafter. The individual curve of 
level in blood describes a series of terraces, in contrast to 
the spiking curve observed with aqueous penicillin. No 
aureomycin was detected in the cerebrospinal fluid of 
4 patients in the Ist, 6th, or 9th hours. 

Follow-up of 18 patients for 8 weeks showed a definite 
trend towards serum-negativity in most [the authors 
justly add that it is too early to say more than this]. 
Mild to moderate gastro-intestinal upset, often with 
vomiting, occurred in almost all cases and in 4 of them 
there was a febrile reaction thought to be a Herxheimer 
manifestation. G. L. M. McElligott 


1695. The Treatment of Syphilitic Aortitis with Mercuric 
Cyanide over a Long Period. (Le traitement de l’aortite 
syphilitique par le cyanure de mercure en cures trés 
prolongées) 

A. GERBAUX. Semaine des Hépitaux [Sem. Hép. Paris] 
25, 3125-3136, Oct. 14, 1949. Bibliography. 


Results of treatment with mercuric cyanide of 73 
patients with syphilitic aortitis are reported; 22 had 
angina and 34 had symptoms of cardiac insufficiency. 

M—2D 


Many of the cases were treated and followed up for long 
periods. Symptomatic improvement was apparently 
significantly better, and the mortality rate less, than with 
arsenic and bismuth treatment. Toxic effects were not 
important. 

The author states that, to obtain the best results, the 
mercuric cyanide should be given in courses of 50 to 
100 daily intravenous injections (150 to 200 at the start) 
with intervals between courses of one month in the period 
of attack and 2 or 3 months later. Treatment must be 
long continued. Short notes are given on all the cases. 

James Marshall 


1696. Results of Repeated Employment of “ Luotest ”’. 
(Erfahrungen mit der Luotestwiederholungsimpfung) 
W. Wiener Medizinische Wochenschrift 
[Wien. med. Wschr.] 99, 486-489, Oct. 22, 1949. 


The Viennese preparation “ luotest’’ [which is an 
extract of syphilitic rabbit testicle and is used in intra- 
dermal skin-testing in late syphilis] was tried in 120 
patients in a Ceylon hospital. The skin test was repeated 
on the sixth day if the result of the first test was either 
negative or doubtful. Positive reactions were obtained 
in 54 cases, most of which proved to be cases of late 
syphilis, but in 10 of those showing positive “* luotest ” 
reactions the diagnosis of “* focal syphilis ’’ was made, 
all other tests and examination for syphilis being negative. 
Symptoms responded, however, to antisyphilitic treat- 
ment. In all non-syphilitic patients both the first and 
the repeat test gave negative results. The theoretical 
basis of this test as elaborated by Rottmann is given. 
The preparation is considered to be highly specific. 

G. W. Csonka 


1697. Jaundice in Treated and Untreated Syphilis. 
(Zur Frage des Ikterus bei unbehandelter und behandelter 
Lues) 

K. Brass and P. Moser. Deutsches Archiv fiir Klinische 
Medizin [Dtsch. Arch. klin. Med.] 196, 19-27, 1949. 
21 refs. 


In this article the classification of the forms of jaundice 


occurring in syphilis is considered in the light of liver 


biopsy findings. - 

The older German authors have described the fol- 
lowing forms of jauindice in syphilis: (1D) In untreated 
syphilis: (a) in congenital syphilis with interstitial 
hepatitis; (b) “ icterus syphiliticus praecox ”’, occurring 
in about 1% of fresh adult infections. (ID) In treated 
syphilis: (a) early jaundice (Friihikterus) occurring with 
the first or second injection, often thought to repre- 
sent a form of Herxheimer reaction; (5) jaundice 
beginning during treatment; (c) late jaundice (Spdtik- 
terus), occurring after long treatment or after its 
cessation. The authors’ series of 15 cases in which liver 
biopsy was carried out includes examples of all these 
groups except the first. 

In most cases the histological picture was that of virus 
hepatitis. It is concluded that cases of “‘ icterus syphili- 
ticus praecox” and of Friihikterus are coincidental 
cases of infective hepatitis, possibly aggravated by 
syphilis or its treatment, and that later cases are examples 
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of homologous serum jaundice. In 3 cases of Spéatik- 
terus the histology showed foci of acidophilic degenera- 
tion at the periphery of the lobule and minimal 
connective-tissue reaction;, it is thought possible that 
these cases represent a distinct condition. [Some 
advances in the study of the morphology of liver disease 
by biopsy have been made in Germany during the war, 
but the observations on aetiology in this article are 
based on a rather limited series of British and American 
references. ] Bernard Lennox 


1698. The Ford Robertson and Colquhoun Modification 
of the Meinicke Clarification Reaction Compared with 
the Harrison-Wyler Wassermann and the Standard Kahn 
Reactions. Together with a New Method of Notation 

W. H. McMeEnemey and W. H. WHITEHEAD. British 
Journal of Venereal Diseases (Brit. J. vener. Dis.] 25, 
147-154, Sept., 1949. 2 figs., 24 refs. 


OTHER VENEREAL DISEASES 


1699. Urethritis, Gonococcal and Non-Specific, Treated 
by Aureomycin 

R. R. Wittcox and G. M. Finpiay. British Medical 
Journal (Brit. med. J.]2, 257-259, July 30, 1949. 12 refs. 


Four cases of non-specific urethritis in men were 
treated with aureomycin by mouth. The first patient 
received 2,000 mg. in individual doses of 250 mg. spread 
over 60 hours. The discharge ceased on the second day. 
There was some headache and diarrhoea on the third 
day. Three additional cases were treated with 1.000 mg. 
spread over 24 hours. One case was apparently cured, 
one unimproved, and one successfully re-treated with the 
same amount of aureomycin 7 days after initial failure. 
In 3 of these cases pleuropneumonia-like organisms had 
been found before aureomycin therapy, but were not 
found subsequently. 

In 2 cases gonococcal urethritis responded successfully 
to oral administration of aureomycin, a total of 2,000 
mg. over 52 hours being given in one case, and 1,000 mg. 
in 20 hours in the other. V. E. Lloyd 


See also Abstract 1711. 


1700. Preliminary Report on the Use of Chloramphenicol 
(Chloromycetin) in the Treatment of Acute Gonorrheal 
Urethritis 

J. E. SmMapet, C. A. BaiLey, and D. S. MANKIKAR. 
Journal of Clinical Investigation [J. clin. Invest.] 28, 
Part I, 964-967, Sept., 1949. 6 refs. 


These authors treated 48 patients suffering from acute 
gonorrhoeal urethritis with chloramphenicol; 24 had 
a single dose of 3 to 3-5 g. and 18 one of 1 to 1-5 g. of 
the synthetic drug; the remaining 6 were given 3 to 3-5 g. 
of the fermentation type. The average duration of the 
disease before treatment in the three groups was 8, 4, 
and 11 days respectively; all patients responded in a 
similar way, so that dosage and type of drug appeared to 
make no difference. Most cases responded well, signs 
and symptoms clearing within 2 days. Prostatic secre- 


tion from 18 patients was examined on the 3rd to Sth 
day after treatment; in no case were gonococci found in 
smears but in one an organism resembling the gonococcus 
was found on culture. Relapses occurred in 10 patients 
during the first month of observation but responded well 
to a further single dose of 3 g. 

Two patients with primary syphilitic chancres were 
also treated with chloramphenicol. The first received 
9-5 g. in 2 days; spirochaetes disappeared slowly, and 
the lesion healed in 10 days, but a second chancre on the 
same site appeared during the 4th week and the Kahn 
reaction changed from negative to doubtful on the 44th 
day (presumably a relapse). The second received 5:5 g. 
in 18 hours; spirochaetes disappeared in 17 hours and 
lesions healed in 12 days, but a local relapse occurred 
30 days later. 

Nine patients with acute gonorrhoea were treated with 
a single oral dose of 3 to 4-25 g. of aureomycin; all did 
well and no relapses were seen during an observation 
period of 28 days. [This does not seem to have any 
bearing on the above investigation. ] 

[The object of this investigation was to discover whether 
chloramphenicol was as effective against gonorrhoea as 
penicillin, without having such a masking effect on 
syphilis. It seems that the former is reasonably effective 
against gonorrhoea, but would have probably had little 
effect on syphilis if it had been given in the same dosage, 
since double or treble the dose given in gonorrhoea 
failed to cure early syphilis.] T. E. Osmond 


1701. Investigation of 120 Children Born of Mothers 
Infected with Lymphogranuloma Inguinale [In English] 
C. E. Soncx. Acta Dermato-Venereologica [Acta 
derm.-venereol., Stockh.] 29, Suppl. 23, 1-61, 1949. 
Bibliography. 


The author has attempted to ascertain whether the 
finding of Hellendall that lymphogranuloma venereum 
virus is transmitted in pregnant mice via the placenta to 
the foetus also applies to human beings. In a survey of 
the literature he found a total of 80 mothers suffering 
from lymphogranuloma venereum during pregnancy who 
were reported to have given birth to 70 healthy children. 
In addition, he has investigated 124 children born of 
70 lymphogranulomatous mothers in Finland. He has 
grouped them into 3 groups: 8 children born of mothers 
who had acute lymphogranuloma venereum durirg 
pregnancy; 61 children born of mothers who were in the 
chronic phase of the disease; and 33 children born of 
mothers who were symptom-free but had had the disease 
in the past. (To these are added 8 doubtful cases in 
which the time of infection was unknown, and 14 children 
who died before examination.) None of the 102 
children showed any symptoms of lymphogranuloma 
venereum and the Frei test, carried out on 90 of them, 
was negative in 88. From the cases published in the 
literature and his own clinical observations the author 
concludes that transmission of lymphogranuloma 
venereum from mother to child through the placenta is 
improbable, or at least very rare; nor can he find a 
single case in the literature in which such transmission 
has been completely proved. T. Anwyl- Davies 
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Genito-Urinary Disorders 


1702. Potassium Deficiency and the Role of the Kidney 
in its Production 

R. TaratL and J. R. ELKinton. Journal of Clinical 
Investigation [J. clin. Invest.] 28, 99-113, Jan., 1949. 
6 figs.,.50 refs. 


Electrolyte and nitrogen exchange was studied by 
means of the flame photometer and other techniques in 
6 patients maintained on parenteral fluids and in 3 
control subjects on oral diets of known composition. 
Five of the patients had previously suffered loss of fluid 
from the gastro-intestinal tract and one was suffering 
from quadriplegia. Estimations were made before and 
after the administration of potassium salts up to a total 
of 3-5 milliequivalents per kg. body weight per day, 
given parenterally to the patients at a rate not greater 
than 20 mEq. per hour in concentrations up to 70 mEq. 
per litre, and orally to the control subjects. One control 
subject was given a low-potassium diet for 2 days before 
the administration of potassium salts. Of the patients 
in whom the original blood potassium level was low, 
4 retained 1-2 to 4-6 mEq. of potassium per kg., whereas 
the controls retained an average of only 0-1 mEq. per 
kg. The urinary excretion fell. Only one patient 
became truly saturated with potassium. It is pointed out 
that the kidney has a limited minimal excretion rate of the 
potassium ion and that this is probably of importance in 
the production of deficiency when the intake is low and 
renal function is normal. The urinary loss of potassium 
is greater than the gastro-intestinal loss at such times of 
low intake. Retention of potassium indicates pre-exist- 
ing deficiency in the cells. It was found difficult to assess 
the specific role of sodium deficiency or of alkalosis in the 
cases presented, but deficiency of potassium can occur in 
the absence of either. 

Clinically, the occurrence of potassium deficiency in 
patients maintained on parenteral therapy must be 
borne in mind. A low serum potassium concentration 
is highly suggestive of the state, but normal or high 
readings do not rule it out. Contraindications to the 
administration of potassium salts are poor renal function 
and adrenocortical insufficiency. Cardiotoxic effects 
may occur with overdosage. J. MacLean Smith 


1703. Congenital Polycystic Disease of the Kidney. 
Review of the Literature, and Data on 207 Cases 

J. E. Ratt and H. M. OpeL. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 218, 399-407, 
Oct., 1949. 36 refs. 


Polycystic disease of the kidneys is now widely believed 
to be due to failure of a number of uriniferous tubules to 
atrophy in foetal life. Many other factors in patho- 
genesis have been examined without conclusive results. 
Everything points to a developmental error. Clinically 
the malady shows itself by a dragging type of backache 
with a considerable amount of abdominal pain, headache, 


raised blood pressure, and various urinary disorders. 
Most people believe that the condition begins to manifest 
itself at about the age of 40, but the considerable series 
covered in the present article points to a later date of 
onset on the whole. The disease is one of the fifth 
decade and is very slowly progressive. A number of 
medical and surgical procedures of varying efficacy may 
render the condition reasonably benign. 

It is clear that great care in assessment and prognosis 
is required in the examination of middle-aged people 
complaining of headache, backache, and vague urinary 
disturbances. G. F. Walker 


1704. Diabetic Nephropathy 

E. I. Zins. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 218, 408-418, Oct., 1949. 6 figs., 
19 refs. 


The nature of the renal lesions in diabetes mellitus has 
long been the subject of speculation. It is well known 
that these lesions progress independently of the control 
or otherwise of the main metabolic disturbances in 
diabetes mellitus. It has long been believed, with 
some justification, that the renal lesion is part of the 
general arterial degeneration. Pathological and histo- 
logical findings are very inconstant and inconclusive. 
The lesion found most commonly is “ intercapillary 
glomerulo-sclerosis”, but diabetes mellitus may also be 
associated with hypertension, nephrosis, gross albu- 
minuria, and acute focal nephritis. 

With the increase in longevity now enjoyed by many 
diabetics it should be possible to elucidate the funda- 
mental deleterious processes affecting the kidneys in all 
classes of glycosuria. But it must be realised that there 
is much solid ignorance apart altogether from the con- 
fusion caused by the everlasting multiplication of new 
pathological terminologies. The present paper records 
a study of necropsy findings in the kidneys of 50 diabetics 
and 50 controls. G. F. Walker 


1705. The Renal Cytogram Obtained by Puncture in 
the Diagnosis of Renal Tumour. (EI citograma renal 
obtenido por puncion en el diagnostico de las tumor- 
aciones renales) 

R. A. Praccio BLANCO, P. PAseyrRo, J. LLoparT, A. 
ScHUNK, and O. F. Grosso. Archivos Uruguayos de 
Medicina, Cirugia y Especialidades {Arch. urug. Med.] 
34, 537-548, Sept., 1949. 12 figs., 5 refs. 


The technique of diagnostic renal puncture and the 
appearance of the normal renal cytogram are described. 
The cytology of malignant renal tumours as observed in 
aspirated material is described in detail, the description 
including carcinoma and typical and atypical hyper- 
nephromata. In the experience of the authors, patients 
tolerate the procedure well and no infection has followed, 
although in one case a perirenal haematoma developed. 
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The use of a fine-bore needle (Yale No. 23) large enough to 
permit aspiration of cellular material with the minimum 
amount of trauma is advised. In 2 cases diagnosed as of 
carcinoma of the kidney the renal cytogram was normal; 
at operation no new growth was found. The authors 
consider that a repeatedly normal renal cytogram is 
strong evidence against the presence of a renal tumour. 
René Méndez 


1706. Acute Diffuse Glomerulonephritis 
J. Brop. American Journal of Medicine [Amer. J. Med.] 
7, 317-335, Sept., 1949. 8 figs., 28 refs. 


A careful and extensive investigation was made of 66 
cases of nephritis occurring during the 1939-45 war in a 
British Military Hospital. 

A history of preceding infection was found in 87-°8%, 
compared with 46% of a control group without nephritis. 
The interval between infection and nephritis varied from 
0 to 30 days with an average of 16 days. In six instances 
acute glomerulonephritis was associated with typical 
rheumatic fever. Symptoms of nephritis were of the 
usual type. Breathlessness occurred in 40 cases and was 
related to the hypertension. Nausea and vomiting were 
present only when the blood urea level was raised. 
Dilution-test results were complicated by failure to 
obtain good diuresis owing to changes in fluid balance. 
Concentration tests were more revealing. Concentra- 
tion was impaired in 43 cases, sometimes as early as the 
third day. Return of concentrating power was very 
slow and had usually not begun at the time of final 
disposal of the case. When renal cells and granular 
casts were present in the urinary deposit, indicating 
tubular degeneration, concentration was satisfactory in 
only 4 out of 70 cases. When, however, the deposit 
contained only erythrocytes and/or albumin of glomerular 
origin, normal concentration was attained in 27 of 
56 cases. Patients with kidneys whose concentrating 
power was poor had a normal sensitivity to antidiuretic 
hormone, and the resultant inhibition of diuresis did not 
enhance the concentration ability. Poor concentrating 
power is considered to be due to impairment of function 
of the distal tubule and not to any disturbance of anti- 
diuretic hormone secretion or sensitivity. 

Clearance of endogenous creatinine, as a measure of 
glomerular filtration, was followed 3-hourly for 24 
hours in 47 cases. This clearance normally varies during 
the day, but becomes fixed if acute nephritis is sufficiently 
severe. Blood urea level did not rise above 40 mg. per 
100 ml. until creatinine clearance was fixed below 50 ml. 
per minute. Glomerular filtration was _ invariably 
normal in cases with albuminuria and low concentrating 
power but no casts. Concentrating power, however, 
was never normal when glomerular filtration was 
impaired. It is probably the first indicator of a tubular 
disturbance, which generally accompanies a reduction 
in filtration rate. 

Cases are reported in detail, showing that hyperten- 
sion, oedema, and oliguria can develop without clinical 
evidence of a renal lesion, and that a renal lesion with 
all the other characteristic features of acute glomerulo- 
nephritis can develop without oedema or hypertension. 


Of 53 patients admitted with typical acute nephritis 
25 still had impaired renal function and abnormal urinary 
constituents at the end of 4 months. Of 66 patients 
studied for an average of 123 days only 8 recovered 
fully whilst under observation. In prognosis, duration 
of hypertension or of oedema seemed more important 
than the severity of either. 

Acute nephritis is regarded as primarily an allergic 
reaction affecting capillaries and arterioles. When 
systemic vessels are chiefly involved, hypertension and 
oedema overshadow renal dysfunction or may even 
occur alone. When renal vessels are chiefly involved 
hypertension and oedema are less marked than renal 
lesions and may be absent altogether. Tubular damage 
is considered to be secondary to vascular events, and 
recovery from such damage is very slow. 

[This paper is a valuable analysis of the course of acute 
nephritis for the first 4 months. A longer follow-up 
study is not yet completed.] C. L. Cope 


1707. Artificial Kidney 

G. Murray, E. DeLorme, and N. Tuomas. British 
Medical Journal (Brit. med. J.] 2, 887-891, Oct. 22, 1949. 
5 figs., 11 refs. 


1708. Maturation of Renal Function in Childhood: 
Clearance Studies 

M. I. Rusin, E. Bruck, and M. Rapoport. Journal of 
Clinical Investigation [J. clin. Invest.] 28, Part Il, 1144- 
1162, Sept., 1949. 5 figs., 22 refs. 


1709. Hyperpotassaemia Electrocardiographic 
Changes in Uraemia 

J. WENER and N. K. M. pe Leeuw. Canadian Medical 
Association Journal (Canad. med. Ass. J.| 61, 406-412, 
Oct., 1949. 5 figs., bibliography. 


Working in the Royal Victoria Hospital, Montreal, 
the authors studied electrocardiograms and blood 
chemistry in 4 fatal cases and 1 non-fatal case of uraemia. 
The earliest abnormality noted in the electrocardiogram 
was deviation of the T wave which occurred at serum 
potassium concentrations of 23-7 to 28-8 mg. per 100 ml. 
At levels above 28-8 mg. potassium per 100 ml. serum, 
depression of the S-T segment and biphasic or inverted 
T waves appeared. P waves disappeared at a serum 
potassium level of 33-2 mg. per 100 ml. and over, at which 
level the widening of the QRS complex was noted. In 
one case P waves were still present at a serum potassium 
concentration of 37:2 mg. per 100 ml. There was no 
correlation between the degree of non-protein nitrogen 


retention and creatinine retention in blood on the one 


hand and serum potassium level on the other. In all 
cases alkali reserve was reduced. Serum calcium levels 
varied from 6-05 to 9-63 mg. per 100 ml. but no patient 
showed signs of tetany. There was close correlation 
between the serum potassium concentration and the 
volume of urine excreted. At necropsy none of the 
hearts showed any abnormality, either macroscopically 
or microscopically, other than moderate hypertrophy. 
These findings are discussed and compared with numerous 
others in the literature. Walter H. H. Merivale 
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Disorders of the Locomotor and Osseous Systems 


1710. Heberden’s Nodes. The Relationship of the 
Menopause to Degenerative Joint Disease of the Fingers 

R. M. STECHER, E. E. BEARD, and A. H. HersH. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
34, 1193-1202, Sept., 1949. 4 figs., 25 refs. 


The average age of onset of the menopause in 99 
women who developed idiopathic Heberden’s nodes was 
not found to differ from that of a control group. While 
in some individual patients there was a considerable 
interval between the menopause and the appearance of 
Heberden’s nodes, in the group as a whole the two 
events “* seemed to be closely correlated in point of time ” 
—where the menopause was early the onset of the nodes 
also tended to be early—the coefficient of correlation 
being +0-46 +-0-08. They therefore conclude, on statis- 
tical grounds, that 46% of the factors which determine 
the time of onset of the menopause are among those 
determining the appearance of Heberden’s nodes. The 
authors review the literature of Heberden’s nodes in 
some detail. They point out some of the difficulties in 
determining the age at which the nodes first appear. 
It has been shown that there is a definite tendency for the 
condition to appear in families and it seems that the 
nodes develop in those individuals who are genetically 
susceptible to then. It is suggested that the factors which 
lead to the appearance of the nodes may be those which 
affect the peripheral circulation. W. Tegner 


1711. The in vivo Action of Aureomycin on Pleuro- 
pneumonia-like Organisms Associated with Various 
Rheumatic Diseases 

T. McP. Brown, R. H. WICHELHAUSEN, L. B. ROBINSON, 
and W. R. MERCHANT. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.| 34, 1404-1410, 
Oct., 1949. 16 refs. 


Pleuropneumonia-like organisms were isolated from 
the cervical or prostatic secretions of 8 of 25 patients 
suffering from a variety of rheumatic diseases. The 
cultures became negative after aureomycin therapy, but 
were unaffected by gold therapy. Aureomycin therapy 
produced subjective improvement of arthritic symptoms 
in 6 of 8 patients with demonstrable urinary infection 
due to pleuropneumonia-like organisms and in 13 of 17 
patients without this infection. Martin Hayes 


1712. The Use of Calcium Succinate and Acetyl-salicylic 
Acid in the Treatment of Rheumatic Disease 

A. F. KENNEDY. Rheumatism [Rheumatism] 5, 86-89 
and 92, July, 1949. 3 refs. 


Impressed by the claims made by Szucs for the efficacy 
of calcium succinate and acetylsalicylic acid in the treat- 
ment of certain chronic rheumatic diseases the author 
investigated the effects of a combination of these drugs 
in 63 cases, 27 of rheumatoid arthritis, 17 of osteo- 


arthritis, and 19 of non-articular rheumatism. The 
improvement which was noted in rather more than half 
of the cases was chiefly subjective, and relapses occurred 
in half the cases shortly after treatment was discontinued. 
There were no controls, nor was the effect of acetyl- 
salicylic acid and succinate combined compared with 
treatment by the former alone. It was noted that the 
doses recommended by Szucs (45 gr. (3 g.) of acetyl- 
salicylic acid and 35 gr. (2-2 g.) of calcium succinate) 
could not be tolerated by many of the patients because 
of dyspepsia, and the dose had to be reduced to 36 gr. 
(2:3 g.) of acetylsalicylic acid and 28 gr. (1-9 g.) of 
calcium succinate. H. A. Burt 


1713. The Use of Curare (p-Tubocurarine in Oil and 
Wax) in the Treatment of Muscle Spasm in Rheumatic | 
Disorders 

H. M. MarGouts and P. S. CAPLAN. Annals of Internal 
Medicine [Ann. intern. Med.| 31, 615-623, Qct., 1949. 
6 refs. 


The treatment of 58 cases of miscellaneous “* rheum- 
atic ’’ conditions with a slowly acting suspension of 
D-tubocurarine (3%) in wax and peanut oil (4-8°%) is 
recorded. Good results are reported in the relief of 
muscle spasm and pain in non-adhesive periarthritis of 
the shoulder and in low back pain due to acute sprain 
and hypertrophic arthritis of the spine. The drug was 
ineffective in advanced rheumatoid arthritis, osteo- 
arthritis, fibromyositis, and ‘* psychogenic ”’ rheumatism. 
Among the toxic reactions accompanying its use were 
diplopia, vertigo, and severe muscle weakness, but these 
were relieved by giving neostigmine. Henry Cohen 


1714. Discussion on the Significance of Pathological 
Tests in Rheumatic Disease 

D. H. Co.tins, H. J. Gipson, M. H. L. DESMARAIS, H. 
Coxe, J. HARKNESS, J. E. DAwson. Proceedings of the 
Royal Society of Medicine (Proc. R. Soc. Med.] 42, 
731-744, Sept., 1949. 9 figs., 18 refs. 


Collins discussed cytological examination of synovial 
fluid and biopsy examination in the investigation of 
cases of the rheumatic diseases. Synovial fluid should 
be collected in three containers—the first for bacterio- 
logical examination, the second (oxalated) for cytological 
examination, and the third for study of clot formation. 
A high cell count (for example, 20,000 per c.mm.) dif- 
ferentiates rheumatoid arthritis from osteo-arthritis 
(for example, 2,000 cells per c.mm.). Blood pigments 
are characteristic of traumatic effusions; mucin content 
is not of much significance. 

Biopsy examination ‘of the joint yields valuable 
evidence and the author believes that a positive diagnosis 
of rheumatoid arthritis can always be made if the 
following five features are present: (1) hyperplasia of 
synovial membrane and villi; (2) hyperplasia of lining 
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cells; (3) massive lymphocyte or plasma-cell infiltration 
with focal collections; (4) inflammatory hyperaemia and 
oedema; (5) absence of other specific histological 
features. Tendon sheath lesions in rheumatoid arthritis, 
tuberculosis, and synovioma also present characteristic 
histological appearances, as do subcutaneous nodules 
in various conditions. Finally, marrow biopsy may 
give valuable help in the diagnosis of myeloma and 
carcinomatosis. 

Gibson compared the results of determination of 
plasma viscosity (relative to water) in the rheumatic 
diseases with results of various other empirical blood 
tests, such as the erythrocyte sedimentation rate and the 
plasma gel test. He uses the technique of Woodmansey 
and Wilson (Ann. rheum. Dis., 1948, 7, 235), all tests 
being made in the same viscosimeter at 20° C. on oxalated 
plasma.- The normal range is from 150 to 180 (compared 
with water, 100). 

Of 365 observations on 286 consecutive patients with 
rheumatoid arthritis 41 were within the normal range, 
compared with 38 out of 40 in healthy persons. The 
erythrocyte sedimentation rate (E.S.R.) in the same 
cases (measured by the Spa Hospitals method) was 
within the normal range in 34 cases compared with 39 
out of 40 controls. The maxima of the distribution 
curves in controls and patients respectively were close 
together in the viscosity tests and widely separated in the 
sedimentation-rate tests, thus indicating that by this 
criterion the E.S.R. was the more informative. The 
correlation between viscosity and corrected E.S.R. was 
no better than that between viscosity and uncorrected 
rate. In 13 cases viscosity was abnormal and E.S.R. 
normal, in 20 cases the reverse was true. In 21 cases with 
normal results in both tests there were typical clinical 
signs of active rheumatoid arthritis. It is concluded 
that E.S.R. and: plasma viscosity show two different 
aspects of plasma abnormality, the former influenced 
mainly by fibrinogen, the latter mainly by globulin; 
there may be a time lag in the development of the latter 
abnormality, both in rheumatoid arthritis and in other 
diseases. Correlations with plasma gel formation and 
haematocrit readings were also found, but none with 
results of colloidal-gold, thymol-turbidity, or flocculation 
tests in 90 cases. 

In ankylosing spondylitis only 3 out of 34 viscosity 
values were within the normal range with a high E.S.R.; 
the reverse was seen in one instance only. The colloidal 
gold test gave weakly positive or negative results. In 
24 out of 42 cases of osteo-arthritis the E.S.R. was 
raised, and in 22 out of 42 viscosity was raised. In 
cases of fibrositis viscosity was slightly raised in 1 out of 
32 cases and the E.S.R. in 4 out of 32. There was no 
increase in viscosity in primary and haemorrhagic 
anaemia. It is concluded that plasma viscosity deter- 
minations are important as aids, supplementing, but not 
replacing, determinations of the E.S.R. 

In discussion Coke reported measurements of serum 
viscosity by a Whittington instrument in 400 cases of 
“chronic rheumatic disease”. There was a significant 
correlation between serum viscosity and E.S.R. measured 
by the Wintrobe method, but a less significant correlation 
when the E.S.R. was corrected for anaemia. 


Harkness mentioned the chaos bound to result from 
using multiple methods of measuring plasma viscosity 
and offered to calibrate any new viscosimeter by his own. 
Dawson reported that the plasma viscosity was less liable 
to unaccountable fluctuation than was the E.S.R. 

E. G. L. Bywaters 


1715. Chronic Rheumatism and Anterior Pituitary 
Hormones. (Reumatismo crénico y hormonas’ del 
lébulo anterior de la hipofisis) 
J. CUATRECASAS. Semana Medica [Sem. méd.] 56, 
613-618, Oct. 6, 1949. 7 refs. 


The author attaches considerable importance to the 
role of the anterior pituitary in the treatment of “ anky- 
losing *’ rheumatism, and in support quotes the clinical 
improvement due, probably, to the gonadotrophic factor 
in cases of rheumatoid arthritis during pregnancy. 
He has tried insulin in some cases of rheumatoid arthritis, 
but the results were poor. Six cases of chronic rheuma- 
tism (osteo-arthritic and rheumatoid types) are described, 
in all of which a favourable response was obtained 
to the administration of anterior pituitary extract. 
The tendency to ankylosis was arrested and freer joint 
movement ensued. Severe focal sepsis interfered 
with the beneficial effects of the hormone. The 
extract of “total”? gland was more effective than 
pure gonadotrophins, and the author mentions the 
possibility of suprarenal stimulation with reference to 
recent American work on cortisone. He considers the 
question of dosage to merit attention. P. B. Woolley 


1716. Observations on the Aetiology of Rheumatoid 
Arthritis. (Beitrag zur Atiologie der Prim. chron. 
Polyarthritis) 

A. Bont. Zeitschrift fiir Rheumaforschung [Z. Rheuma- 
forsch.] 8, 43-57, March, 1949. 10 figs., 10 refs. 


The author discusses the fall in serum iron and rise in 
serum copper levels occurring in infections, considering 
these metals to be involved either in the production of 
antibodies or as part of a non-specific and more primitive 
defence system, as the changes precede the formation of 
antitoxins. He regards his own observation of altera- 
tions in the serum iron level in patients with rheumatoid 
arthritis (as compared with normal fluctuations through- 
out the day found in controls) as indicative of an infective 
component in the aetiology of rheumatoid arthritis. As 
further evidence of infection he found the serum anti- 
streptolysin titre to be raised in 23% of his cases. More 
significant still appeared to be a positive finding in 65% 
of his cases on testing for agglutination of group-A 
streptococci, the result being negative in all cases of long 
(10 to 20 years) duration. A case is described in which 
erythrocyte sedimentation rate, anti-streptolysin titre, 
and titre of agglutination of group-A streptococci were 
observed throughout unsuccessful courses of treatment 
with gold and salicylates and favourable treatment with 
streptomycin, and the use of these tests in prognosis and 
evaluation of treatment is recommended even if the role 
of streptococci in the aetiology and pathogenesis of 
rheumatoid arthritis remains obscure. 

Dushanka Wolstenholme 
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1717. Focal Infection in Rheumatoid Arthritis. A 
Comparison of the Incidence of Foci of Infections in the 
Upper Respiratory Tract in One Hundred Cases of 
Rheumatoid Arthritis and One Hundred Controls 

L. S. P. Davipson, J. J. R. DuTuiz, and M. SuGar. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 8, 
205-208, Sept., 1949. 12 refs. 


In an attempt to evaluate the importance of foci of 
infection in the respiratory tract in the aetiology of 
rheumatoid arthritis, the authors studied 100 patients 
and 100 controls. The upper respiratory tract was 
carefully examined and “ foci’’ of infection were dis- 
covered in 44 of the patients with rheumatoid arthritis 
and in 43 of the control group. In fact, in this respect, 
the two groups were strictly comparable, and it is 
concluded that upper respiratory tract infection plays 
little part i the causation of the disease. 

[It is questionable whether persons with osteo-arthritis 
should have been included in the control group, since it is 
maintained by some persons, admittedly with scant 
support, that focal infection is important in the aetiology 
of this complaint as well. In addition, it is as well to 
remember that investigations of this nature only demon- 
strate the similarity, in one respect, between an abnormal 
and a normal group, without necessarily providing any 
information on whether the aspect under review plays 
an important part in the aetiology of the complaint or 
not.] D. P. Nicholson 


' 1718. Prolonged Treatment of Rheumatoid Arthritis with 


Pituitary Adrenocorticotropic Hormone (ACTH) 

D. E. Marxson. Journal of the American Medical 
Association [J. Amer. med. Ass.| 141, 458-459, Oct. 15, 
1949. 2 refs. 


Clinical notes are provided of 2 cases of rheumatoid 
arthritis treated with pituitary adrenocorticotrophic 
hormone (ACTH). In the first case the initial dosage 
was 25 mg. 6-hourly (100 mg. in 24 hours) for 2 weeks; 
then 50 mg. daily in 3 8-hourly doses for 25 days; then 
30 mg. daily in 2 12-hourly doses for some 4 months. 
The second patient received 20 mg. 6-hourly (80 mg. in 
24 hours) for 12 days; then 20 mg. 8-hourly (60 mg. in 
24 hours) for 24 days; and finally 40 mg. daily in 2 12- 
hourly doses for some3 months. No untoward symptoms 
occurred in either case. Both patients improved 
dramatically, one within 72 hours, the other from the 
first day of treatment. In both cases relapse occurred 
when administration was discontinued for 3 days. 

Kenneth Stone 


1719. Personal Studies on Treatment of Rheumatoid 
Arthritis with Gold Salts. (Contribution personnelle 
a l’étude du traitement de l’arthrite rhumatismale par 
les sels d’or) 

L. Mantua. Union Médicale du Canada (Un. méd. 
Can.] 77 and 78, 1416-1428, 35-48, 162-181, and 268- 
281, Dec., 1948, Jan., Feb., March, 1949. 


The author gives a long and detailed account of his 
personal experience of the treatment of cases of rheuma- 
toid arthritis with gold salts. The cases were from both 


private and hospital practice. Many patients were not 
admitted to hospital and some were difficult to follow up. 

In the early cases a total of 1-2 g. of “myocrisin” in 
15 weekly injections was given. Later it was decided to — 
halve the total dosage (0-6 g.) and to give 0-05 g. as the 
largest single injection. For the past 18 months very 
small doses of 34g to 73 mg. daily for 10 to 15 injections 
have been used, followed by a maintenance dose of #x 
mg. every 2 to 3 weeks for many months. Complica- 
tions, cf which an exhaustive list is given, occurred in 
many of his early cases, the commonest being stomatitis 
and dermatitis. With smaller doses there were compara- 
tively few unfavourable reactions and in a number of 
cases the condition was improved. E 

Kathleen M. Lawther 


1720. Effects of Cortisone Acetate on Rheumatoid 
Arthritis 

E. W. BoLanp and N. E. HEeapLey. Journal of the 
American Medical Association [J. Amer. med. Ass.] 141, 
301-308, Oct. 1, 1949. 2 figs., 16 refs. 


The adrenal cortical hormone, cortisone acetate 
(“compound E” acetate; 17-hydroxy-11-dehydro- 
corticosterone acetate) was administered for short or 
relatively short periods to 8 patients with rheumatoid 
arthritis. Definite, but temporary, improvement in 
the clinical and certain laboratory features of the disease 
was observed in each case. 

Five of the 8 patients had severe rheumatoid arthritis 
and were given large doses of cortisone acetate for short 
periods (total of 1 g. in divided doses over 8 days). 
The immediate results were: decidedly pronounced 
improvement in 3, pronounced improvement in 1, and 
moderate improvement in 1 case. Prompt or fairly 
prompt relapse of the disease, with return of clinical 
manifestations approximately to their original severity, 
occurred after withdrawal of the endocrine preparation 
in 4 of the 5 cases. In the fifth case, 2 months after 
discontinuance of the use of cortisone, approximately 
75% of the initial improvement was retained. - 

Three additional patients with less severe rheumatoid 
arthritis (2 with moderate and 1 with mild disease) were 
given smaller doses of the drug for longer periods. With 
daily doses of 50 mg. the symptoms and signs were 
adequately, but not completely, controlled. Doses of 
50 mg. of cortisone acetate given every other day were not 
as effective in controlling the clinical manifestations. 

Because of the small number of cases reported and the 
brief periods of administration of cortisone, definite 
conclusions cannot be drawn. However, the results in 
8 cases indicate that this adrenal cortical preparation, 
when given in large or relatively large doses, will rapidly 
suppress the clinical manifestations of rheumatoid 
arthritis. The results reported herein confirm the 
observations made originally, and described recently, by 
Hench, Kendall, Slocumb, and Polley. 

W. S. C. Copeman 


1721. Antistreptolysin Reaction in Rheumatoid Arthritis 
O. OUCHTERLONY and G. PALMBORG. Rheumatism - 
[Rheumatism] 5, 128-130, Oct., 1949. 2 figs., 6 refs. 


Neurology 


1722. A New Method of Demonstrating Subclinical 
Facial Palsy of Central Origin. (Sur un nouveau signe 
permettant de mettre en évidence les paralysies faciales 
inapparentes d’origine centrale) 

G. A. MANCEAUX and M. JorpaA. Encéphale {Encéphale} 
38, 467-469, 1949. 


Moderate pressure with the thumb upon the eyeball of 
a subject may produce: (1) a contraction of the facial 
muscles of the same side; or (2) no reaction at all; or 
(3) contraction of the facial muscles of both sides. In 
the authors’ experience, (2) and (3) are found only in cases 
of supranuclear or nuclear lesions of the facial nerve. 
They call this the ** oculo-facial sign ’ and regard it as of 
great clinical value, enabling minor degrees of facial 
palsy of central origin to be detected when the classical 
methods fail. F. K. Kessel 


1723. Electromyographic Diagnosis of Lower Motor 
Neuron Disease 
J. G. GotsetH and O. L. Huppieston. Archives of 
Physical Medicine [Arch. phys. Med.] 30, 495-500, Aug., 
1949. 12 refs. 


The authors describe the salient features of electro- 
myography in the study of lower motor neurone lesions 
and an attempt is made to differentiate between the 
electromyographic recordings from normal, denervated, 
and partially denervated voluntary muscles. Normal 
muscle on stimulation appears to contract synchronously 
and produces simple motor unit currents which range in 
magnitude from 100 to 2,000 microvolts. Denervated 
muscle produces denervation fibrillation currents which 
range in magnitude from about 5 to 100 microvolts. 
On re-innervation, muscle produces motor unit currents 
which are highly complex in wave form and range in 
magnitude from about 10 to 1,500 microvolts. These 
complex waves are also frequently present in the course of 
demyelinating diseases, 1 to 2 months after the onset of 
poliomyelitis, and in upper motor neurone diseases. 

Electromyography is of great value in differentiating 
between physiological and anatomical interruption of a 
nerve. The absence of denervation fibrillation 18 to 21 
days after an injury is an indication that the interruption 
is most likely of the physiological type. After nerve 
suture, the appearance of motor unit activity precedes 
return of functional activity by one or several months. 
The authors also refer to a recent report (Golseth and 
Fizzell, Amer. J. Physiol., 1947, 150, 558) on the signifi- 
cance of denervation fibrillation in paretic muscles and 
muscles paralysed by poliomyelitis. Muscles in which 
only denervation fibrillation was found 21 to 60 days after 
the onset of the disease failed to show recovery in motor 
power one year later in 81-2% of cases. Of those patients 
with widespread fibrillation and motor unit activity 
between the 21st and 40th days after onset, only 38-4% 
showed a significant increase in power of the affected 


muscles one year later, whereas 61 -6°% remained the same 
or showed a significant decrease in power at a later date, 
The usefulness of electromyography in helping to dif- 
ferentiate between lower motor neurone lesions and 
hysteria and malingering for medico-legal purposes is 
pointed out, but’ it is stressed that electromyography is 
only an adjunct to a careful neurological examination. 
M. H. L. Desmarais 


1724. Interpretation of the Electromyogram 

D. Denny-Brown. Archives of Neurology and Psy- 
chiatry [Arch. Neurol. Psychiat., Chicago] 61, 99-128, 
Feb., 1949. 10 figs., 44 refs. 


The status of electromyography in experimental and 
clinical medicine is reviewed. Either skin electrodes, or 
concentric needle electrodes in which an insulated copper 
wire is passed down a hypodermic needle so that its 
bared surface projects at the end of the needle are 
recommended. The electrodes are connected either to 
an ink-writing oscillograph or to a photo-galvanometer. 
Recordings must be interpreted with considerable caution 
because of the short-circuiting effects of connective tissue, 
and because of the liability of electrical disturbances to 
spread to a distance from their origin. Though with a 
needle electrode a single motor unit can be localized 
fairly accurately, electrical disturbances in muscle can be 
recorded at up to 15 cm. from its source. 

Various types of muscle twitch are described, fibrilla- 
tion and fasciculation being the most important. 
Fibrillation, only visible to the naked eye in very super- 
ficial muscles, is accompanied by an asynchronous 
series of rapid, small, action potentials which arise in 
single muscle fibres. It appears in total paralysis due to 
nerve section and its recognition is of value: (a) in 
cases of doubt about the presence of a peripheral nerve 
lesion; (6) in demonstrating regeneration by its dis- 
appearance. Its absence in ischaemic nerve block is also 
of diagnostic value. 

Fasciculation consists of coarse twitches in muscles 
and is due to abnormal discharges in motor cells, the 
discharge activating all the muscle fibres of that unit. 
Fasciculation continues after nerve section, hence the 
source of the abnormal discharge need not be in the 
anterior horn cell itself. The fasciculation of amyo- 
trophic lateral sclerosis is due to spontaneous single 
excitatory impulses in abnormal motor units. Electrical 
recordings reveal no difference between the spontaneous 
twitches of fasciculation and minimal tendon jerks, and 
also show that twitches fuse into smooth tetanic con- 
traction when the discharge rate reaches about 25 per 
second. 

Synchronous rhythmic discharges may be recorded on 
separate galvanometers from wide areas in patients with 
poliomyelitis, peripheral nerve injury, and other atrophic 
muscle conditions. This has been interpreted as 
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representing synchronous discharge in different motor 
neurons due to central spread of the excitatory process, 
but the author believes that the discharge arises-in one 
motor unit only but is recorded over a wider area than 
usual because of the condition of the muscle, and because 
the action potential is larger than that in normal willed 
contraction. This phenomenon, which the author calls 
contraction fasciculation, is clearly visible as rhythmic 
twitching in one part of a muscle and is abolished by 
complete relaxation of the muscle. With experience it is 
possible to distinguish it by simple inspection from 
spontaneous fasciculation, and from myokymia. It does 
occur in amyotrophic lateral sclerosis together with true 
spontaneous fasciculation but it also occurs in unrelated 
conditions such as poliomyelitis, polyneuritis, and 
injuries to nerve roots, where there is a reduction in the 
number of active nerve fibres. The author regards it as 
arising in a normal, but large, motor unit which has 
become uncovered by the disappearance of many smaller 
units around. 

Other phenomena observed in electromyographic 
records are discussed. Though regular synchronous 
discharge in several units is believed not to occur, 
synchronization for one beat is present in the tension 
jerk. Partial synchronization with relatively silent gaps 
between beats is the basis of spastic clonus and various 
tremors. The clonus sometimes seen in advanced 
myopathy is exactly the same, suggesting that the rhythm 
seen in spasticity is a not specific for central damage but 
occurs also in muscle disorder. Extrapyramidal dis- 
orders also produce relative synchronism, but of a type 
different from that in spasticity. In Parkinsonism, the 
outbursts of discharge differ one from another, the only 
constant feature being the regular silent gaps between the 


outbursts. The same type of alternation is seen in. 


epileptic clonic after-discharge, though the silent intervals 
are relatively longer, and in cerebellar tremor. In the 
latter the inhibitory phase is most intense immediately 
before discharge. 

The electromyographic record of a willed contraction 
cannot be distinguished from that of a reflex contraction 
due to pain. In voluntary movements the initiating 
motor unit is always the same and other units are always 
recruited in a definite order. The same pattern does not 
hold, however, if the muscle is used as a synergist or 
fixator instead of a prime mover. A conflicting excita- 
tion and inhibition after a willed movement appears to 
be a normal part of the process. In progressive spastic 
paraplegia rhythmic bursts after willed movement 
become more prominent. 

The electromyogram of spastic muscles in spastic 
paraplegia is identical with that of decerebrate rigidity, 
the muscles most affected being those responsible for 
maintaining posture. 

Electromyographic tracings in fatigued muscle show 
that a unit will suddenly cease to discharge, and other 
units will begin to discharge. This alternation of units 
appears to be the method of relief from fatigue. The 
completely relaxed supported muscle shows no action 
potentials. In hypotonia action potentials can still be 
recorded from the deeper postural muscles when they are 
being stretched. - John Marshall 


1725. Cramp in Cases of Prolapsed Intervertebral Disc 

L. WoLMAN. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat. 12, 251-257, 
Aug., 1949. 12 refs. 


The incidence, frequency, and relations of attacks 
of cramp in patients suffering from sciatica caused by 
prolapsed intervertebral disk were investigated in 204 
cases. All the patients had been operated upon and in 
142 of them the operation had included the division of 
One or more posterior roots. In 16 patients (8%) cramp 
occurred before the operation and in 6 it persisted 
afterwards. In 52 patients (26%) cramp first came on 
after operation. The calf muscles were the commonest 
site and in most cases the attacks were nocturnal. 
Post-operative cramps were frequent immediately after 
the operation and disappeared gradually within 5 years. 
Sex, age, the presence of arthritic spinal changes, and 
severity of sciatic pain appeared to play no part in the 
aetiology. The degree of weakness and wasting of 
muscles was not significantly different from that seen in 
patients without cramp. Neither the incidence nor the 
site of cramp bore any definite relation to the level of the 
prolapsed disk, though there was some indication that a 
large lateral prolapse. was more likely to cause cramp. 
The presence of cramp appeared to have no prognostic 
significance for the therapeutic result of the operation. 

On the other hand, a division of one or more sensory 
roots had been performed in 43 (83%) of the patients 
with post-operative cramp and in 99 (65%) only of those 
who did not develop cramp. [The difference is statisti- 
cally significant. .?=5-6, P=0-02.] There was a 
slight tendency for the thigh muscles to be more affected 
by cramp when the 4th lumbar root was divided, and for 
the foot to be more involved after division of the Sth 
lumbar and Ist sciatic roots. Post-operative cramp 
seems more likely to occur the longer the duration of 
symptoms before the operation. It is considered 
probable that damage to the sensory roots is causally 
related to the incidence of post-operative cramp. 

F. K. Taylor 


1726. The Guillain-Barré Syndrome or Acute Infective 
Polyneuritis 

C. P. Percu. Lancet [Lancet] 2, 405-408, Sept. 3, 1949. 
18 refs. ; 


ELECTROENCEPHALOGRAPHY 


1727. The Effect of Certain Lesions of the Brain on 
Electroencephalographic Wave Patterns. A Preliminary 
Study 

C. B. Courvitte. Bulletin of the Los Angeles Neuro- 
logical Society {Bull. Los Angeles neurol. Soc.) 14, 119- 
148, Sept., 1949. 9 figs., 39 refs. 


The electroencephalographic features which assist in 
the location of cerebral lesions include delta waves, 
anomalies in the normal rhythms, superimposition of 
several rhythms, and suppression of normal patterns. 
Persistent localized abnormalities without change over a 
period of weeks suggest a persistent but static lesion, 
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diffuse abnormalities an expanding one. Distant effects 
may be confusing, but may sometimes be attributed to 
conduction along anatomical pathways. Successive 
electroencephalographic examinations are desirable, and 
in interpretation account must be taken of the mechanical 
and neurophysiological effects of the various types of 
lesion. W. Grey Walter 


1728. Electroencephalographic Effects of Bilateral Pre- 
frontal Lobotomy. Comparison of Cases With and 
Without Postlobotomy Seizures 

S. Levin, M. GREENBLATT, M. M. HEALEY, and H. C. 
SOLOMON. American Journal of Psychiatry [Amer. J. 
Psychiat.| 106, 174-184, Sept., 1949. 4 figs., 21 refs. 


This paper records the electroencephalographic 
changes found in 71 cases after lobotomy. The authors 
were particularly interested in patients who developed 
seizures after lobotomy and 25 such patients are included 
in the series, whereas the average incidence of convulsive 
complications of lobotomy in their total series of 400 
cases was about 10%. The pre-lobotomy electro- 
encephalogram (E.E.G.) was recorded in 18 of the 25 
patients who developed seizures, and was abnormal in 6 
(33%); no relation was observed between the frequency 
of the seizures and the abnormality of the E.E.G. Of 
the 46 others, the pre-lobotomy E.E.G. was taken in all 
cases and 11 (24°) were abnormal. In each group, 60% 
of patients had received shock treatment before the 
operation, but the group which developed fits had had, 
on average, 31 shocks, compared with 15 in the other 
group, suggesting that the administration of a large 
number of electric shock treatments before lobotomy may 
predispose the patient to fits afterwards. 

After lobotomy almost all the patients developed an 
akinetic state. During this the E.E.G. showed diffuse 
slow activity, frontal derivatives showing more marked 
slowing than motor and occipital derivatives. The 
presence of spindles and the prompt appearance of alpha 
rhythm on rousing suggested that this slow pattern was 
related to sleep. In 44 cases, 18 with seizures and 26 
without, the authors were able to compare the E.E.G. 
before, and a month or more after, lobotomy. Of the 
former group, 76% were abnormal after lobotomy 
compared with 38% in the latter group. A focal E.E.G. 
was found in 41% of cases with seizures compared with 
12% of the other cases, suggesting that the appearance 
of a focal E.E.G. after lobotomy may herald the approach 
of a convulsive disorder. Following lobotomy an 
extremely high incidence of very slow rolling activity was 
observed in the frontal and precentral leads and to a lesser 
extent in motor and temporal leads. Slow activity from 
leads about the injured area was at its height within the 
first 2 weeks and then began to decline. This decline was 
well marked in the seizure-free cases, but in those with 
seizures the abnormality tended to persist. In those 
patients who developed fits the interval between !obo- 
tomy and onset varied but was usually between 3 months 
and 1 year. The majority had only one or two seizures, 
but some had frequent attacks and periods of status 
epilepticus occurred in 2 cases. The development of 
seizures did not, however, negate the beneficial effect of 


the operation on the mental disorder and these patients 
did as well as, or better than, the others. There was no 
relation between the E.E.G. findings and the effect of 
lobotomy on the mental disorder. N. S. Alcock 


1729. The Electroencephalogram Following Occipital 
Lobectomy . 

R. L. MASLAND, G. AusTIN, and F.C. GRANT. Electro- 
encephalography and Clinical Neurophysiology [Electro- 
enceph. and clin. Neurophysiol.) 1, 273-282, Aug., 1949. 
14 figs., 4 refs. 


Electroencephalographic records were taken from 
6 patients with a three-channel instrument, and scalp- 
scalp and scalp-ear electrode placements. In all cases 
the entire visual area of the left hemisphere had been 
excised from 10 months to 14 years before the examina- 
tion. 

Three abnormal features were found: (1) Dimin- 
ished alpha activity in the left occipital region. (2) 
Sharp waves and fast activity in the temporal, central, 
and frontal areas. (3) Electrical over-activity of the left 
temporal lobe, including abnormal waves, increased 
alpha-like waves, and high-voltage sleep waves. It is 
suggested that although some of the effects may be due to 
scarring and anatomical changes, others represent 
release phenomena, and that after removal of the striate 
area other regions toward the temporal lobe can generate 
an alpha-like rhythm. W. Grey Walter 


1730. Electroencephalographic Studies in Spinal Cord 
Disease 
L. I. KAPLAN and E. STEARNS. Archives of Neurology 


and Psychiatry [Arch. Neurol. Psychiat., Chicago] 62, 


293-303, Sept., 1949. 7 figs., 9 refs. 
From 15 patients with spinal-cord disease electro- 


encephalograms were taken with a six-channel instrument — 


and bipolar and unipolar electrode placements on the 
scalp. In all cases records were moderately abnormal; 
in most the tracing was of a paroxysmal nature, 
abnormality being greatest in the central, sagittal, and 
precentral region and the frequencies being usually in 
the theta band. It is suggested that these findings may 
be due to the effect of antidromic volleys arising in the 
pyramidal tract in the region of the cord lesion. This 
phenomenon may cause confusion with focal distus bance 
due to a parasagittal lesion in cases of ,ll-cefined 
paraplegia. W. Grey Walter 


1731. Changes in the Electroencephalogram Following 
Administration of Mesantoin (Methyl-phenyl-ethyl 
Hydantoin) 

S. C. Littie. Electroencephalography and _ Clinical 
Neurophysiology [Electro-enceph. and clin. Neurophysiol.} 
1, 325-332, Aug., 1949. 6 figs., 12 refs. 


Electroencephalographic records were taken from 26 
patients with a four-channel instrument, and scalp-scalp 
and scalp-ear electrodes. All patients had some con- 
vulsive disorder and were studied before administration 
of methylphenylethyl hydantoin (“* mesantoin ”’) as well 
as during and after administration of the drug. The 
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changes in the records were reversible and included 
decrease in alpha activity in 58%, decrease in slow 
activity in 38%, and increase in fast activity in 62%; 
there was no change in 12%. The changes were well 
correlated with the dosage and duration of administra- 
tion of the drug, but little with age, sex, or race, or with 
the duration, severity, type, or degree of control of the 
seizures. Clinical improvement might be associated 
with increasing abnormality of the record during mesan- 
toin administration. W. Grey Walter 


1732. Observations on the Wave and Spike Complex in 
the Electro-encephalogram 
E. C. O. Jewespury and M. J. PARSONAGE. Journal of 


Neurology, Neurosurgery and Psychiatry [J. Neurol. * 


Neurosurg. Psychiat.] 12, 239-245, Aug., 1949. 4 figs., 
15 refs. 


Electroencephalographic records were taken in 100 
cases showing typical wave and spike complexes, a 6- 
channel instrument and bipolar derivations being used. 
In 88 cases alpha rhythm was dominant, and in 57 had an 
amplitude of over 50 microvolts. Apart from the wave 
and spike patterns, delta activity was noted in 17 cases 
(often as 3 cycles per second rhythm in both occipital 
regions), theta in 13, generalized dysrhythmia in 9, and 
high-voltage fast activity in 6. In 80 cases the wave 
and spike complexes occurred spontaneously, in 20 only 
during overbreathing. In 8 cases wave and spike com- 
plexes followed opening and in 15 closing of the eyes; 
in 4 of these cases both opening and closing were effective, 
in 3 cases opening the eyes seemed to terminate the 
seizure pattern. The duration of an outburst varied 
from less than one second to several minutes; the 
average duration per record was 8 seconds, and was 
sometimes strikingly constant in a single patient. In 94 
cases the complexes were generalized; in 3 cases there 
were both local and general outbursts, in 3 cases they 
were frontal only, in a few predominantly occipital. 
There was no correlation between localization and 
clinical features. In most cases the activity appeared 
nearly synchronously in all antero-posterior leads, but 
sometimes there was a preceding burst of irregular waves 
and then the characteristic form appeared more rapidly 
in the frontal leads. The pattern tended to persist 
longest in the region first affected. The frequency of 
the discharge tended to fall during a long outburst. 
In 29 patients there were clinical attacks during recording. 
All these were associated with wave and spike complexes 
of longer duration than the average. The special 
features of pyknolepsy were not observed. The clinical 
response to “‘ tridione ’’ was not necessarily associated 
with electroencephalographic changes. It is concluded 
that a random 20-minute record is of value in doubtful 
cases, but is insufficient to assess frequency of attacks, 
prognosis, or progress. W. Grey Walter 


1733. Slowing .of the Alpha-rhythm of the Electro- 
encephalogram and its Association with Mental Deteriora- 
tion and Epilepsy 

A. STOLLER. Journal of Mental Science [J. ment. Sci.] 
95, 972-984, Oct., 1949. 7 refs. 
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1734. Disseminated Sclerosis. A Follow-up of 91 Cases | 
J. H. D. Lancet [Lancet] 2, 556-559, Sept. 24, 
1949. 21 refs. 


The author has followed up a series of cases of dis- 
seminated sclerosis in Northern Ireland. Though the 
series is small the study is valuable. His results tend to 
show that in cases with a monosymptomatic onset the 
prognosis is better than in those with more than one 
symptom, that patients with visual symptoms at the onset 
do better than those in whom the first symptoms are — 
motor in character, and that the outlook is more favour- 
able if the disease begins before the age of 25. 

In this series pregnancy did not seem to worsen the 
prognosis for women. Although the onset was related 
to pregnancy in two instances, 4 women became pregnant 
without adverse effect, one of them in fact on four 
occasions during a long remission. Three instances of 
probable familial incidence are added to those already 
recorded in the literature. 

Of particular interest is the history of close contact with 
sheep in 11 out of 49 cases [it must be remembered that 
these patients were probably drawn in part from an 
agricultural community]. However, swayback seems 
to be unknown in Northern Ireland. 

W. H. McMenemey 


1735. Observations on the Effect of Vitamin B,, on 
Patients with Combined System Disease Associated with 
Pernicious Anaemia, Multiple Sclerosis, Amyotrophic 
Lateral Sclerosis and the Residual Changes of Polio- 
myelitis. [In English]. 

T. D. Spires, E. HAuser, G. GARCIA Lopez, F. MILANES, 
R. Lopez Toca, T. ARAMBURU, and R. E. STONE. 
Internationale Zeitschrift fiir Vitaminforschung [Int. Z. 
Vitaminforsch.] 21, 347-353, 1949. 12 refs. 


1736. Cerebral Abscesses of Metastatic Origin. (Les 
abcés du cerveau d’origine metastatique) 

J. Le Beau and M. Roster. Revue Neurologie (Rev. 
neurol.| 81, 343-351, 1949. 3 figs., 6 refs. 


1737. Visual Scotomata with Intracranial Lesions 
Affecting the Optic Nerve , 

A. J. Mooney and A. A. MCCONNELL. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat. 12, 205-218, Aug., 1949. 24 figs., 
26 refs. 


Whether a central scotoma will result from pressure on 
the optic nerve depends on several factors, one of the 
chief being the site of the lesion. In many cases of 
tumour extending upwards from the sellar region the 
optic nerves can be seen to be tightly stretched, but the 
field defect is the classical bitemporal hemianopia with 
sparing or splitting of the macula. The rare pituitary 
tumour causing a centra Jscotoma is one which has burst 
out below the nerve towards the optic foramen. If the 
papillomacular bundle were, as is generally agreed. 
hypersensitive to pressure, central scotomata might be 
expected in all cases where the nerves are stretched. 


| 
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There is evidence that the susceptibility of the bundle is 
due to the relative poverty of the blood supply in the 
central part of the intracanalicular and intracranial 
portions of the optic nerve. The authors show that the 
ophthalmic artery, arising from the medial side of the 
distal bend of the internal carotid artery and passing over 
the convexity of the bend under the optic nerve to reach 
the outer border of the latter, may be affected by pressure 
on the nerve from above, on the distal limb of the syphon 
from below, or by opening up of the anterior limb of the 
syphon. 

The authors report 7 cases of central scotoma, seen at 
the Richmond Hospital, Dublin. In 2 of these, in which 
arteriography only was performed, the distal limb of the 
syphon appeared to be opened up; in another the involve- 
ment of one of the affected nerves was not clearly 
visualized at operation; and in yet another, in which a 
central scotoma was present together with external 
ocular palsy, the lesion was found to be a parietal para- 
sagittal meningioma and the chiasmal region was, of 
course, not explored. But in 3 cases (craniopharyn- 
gioma, meningioma of middle fossa, and aneurysm) 
the mechanical factors at work were clearly demonstrated 
and the evidence supports the contention that as a general 
rule angulation of the nerve either upwards or downwards 
at the foramen, deformity of the distal limb of the 
syphon, and the poverty of the blood supply of the central 
part of the optic nerve are major factors in the develop- 
ment of central scotomata. The authors point out, 
however, that, as injuries of the nerve produce pericentral 
rather than central defects and ligation of the ophthalmic 
artery itself does not inevitably cause visual loss, many 
problems concerning their production remain unsolved. 

J. Foley 


1738. Vitamin B,. and Coordination Exercises for 
Combined Degeneration of the Spinal Cord in Pernicious 
Anemia 

B. E. Hatt, F. H. Krusen, and H. W. WoLTMAN. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 141, 257-260, Sept., 24, 1949. - 1 fig., 10 refs. 


The importance of proper co-ordination exercises in 
the treatment of the neurological complications of 
pernicious anaemia is emphasized. Alone, they will 
produce some improvement, and combined with specific 
treatment they notably hasten recovery. The exercises 
used are described in detail. In the 12 cases reported by 
the authors the specific treatment used was by parenteral 
administration of vitamin B,.. Big doses were given, 
10 yg. intramuscularly daily or on alternate days for 
3 to 6 months; then 10 to 20 yg. weekly for maintenance. 
Periods of treatment varied from 3 weeks to 9 months; 
one patient was treated for only 8 days and showed no 
improvement. All the others showed considerable 
improvement, the quadriceps femoris reflex being the most 
resistant. In 4 out of 5 patients, an extensor plantar 
response returned to normal. 

[The paper was read as part of a discussion and only 
scanty details are given, no haematological data being 
provided at all. A patient mentioned by Davidsohn 
(Chicago) in the subsequent discussion had relapsed 


within 2 weeks when his treatment had been changed from 
liver to vitamin B,.; again no details are given.] 
M. C. G. Israéls 
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1739. The Action of Colchicine in Progressive Muscular 
Atrophy. (Uber die Wirkung von Colchizin bei pro- 
gressiven Muskelatrophien) 

F. KAINDL and W. ScHoper. Wiener Zeitschrift fiir 
Innere Medizin (Wien. Z. inn. Med.] 30, 316-324, Aug., 
1949. 2 figs., 28 refs. 


In a series of 17 patients suffering from different types | 


of progressive muscular atrophy the authors tried the 
effects of a daily dose of colchicine varying from 1-5 to 
2:5 mg. by mouth. Altogether 15 to 30 mg. was given; 
in one case 60 mg. was given without toxic effects. If 
necessary, the treatment was repeated after a period of 
3 to4 months. Children received smaller doses, namely, 
0-25 to 1 mg. daily, 7-5 to 15 mg. total dose. 

The histories of 12 patients are given in some detail; 
in 8 cases the condition was definitely influenced; the 
authors found that excretion of creatine in urine, pre- 
viously high, fell greatly with colchicine administration 
in some cases. Optimal dosage has yet to be found; giv- 
ing adrenaline at the same time may improve the results. 
Treatment in the early stages may also give more 
satisfactory results. F. K. Kessel 


1740. Effects of ‘Adrenocorticotrophic Hormone on 
Neuromuscular Function in Patients with Myasthenia 
Gravis 

C. Torpa and H. G. Worrr. Journal of Clinical 
Investigation [J. clin. Invest.] 28, Part II, 1228-1235, 
Sept., 1949. 1 fig., 31 refs. 


Working at the New York Hospital, Kingsbridge 
Hospital, and Cornell University, the authors have 
studied the effects of the administration of pituitary 
adrenocorticotrophic hormone (ACTH) to 5 patients 
moderately or severely ill with myasthenia gravis. The 
patients were all women, aged 24 to 45, all under treat- 
ment with neostigmine bromide, taken at frequent 
intervals throughout the day, and 3 of them with 
ephedrine as well. For the purpose of the experiment 
the patients were allowed to continue this treatment and 
were warned not to expect any improvement from the 
injections of ACTH. After a week’s observation in 
hospital each patient received 20 mg. of ACTH intra- 
muscularly every 6 hours for 5 days. Tests were 
continued during, and for 3 months after, the administra- 
tion of the hormone, 10 healthy women, aged 27 to 
44, acting as controls. Electromyograms and myo- 
grams (by means of the ergograph) were taken daily at 
the same time each day, 3 hours after taking neostigmine 
bromide before and during the hormone administration, 
and from 6 to 15 hours after neostigmine when the 
hormone administration had been completed, the 
frequency being reduced to twice a week after the first 
4days. Acetylcholine synthesis in the presence of serum 
was studied before the injection of hormone, on the 
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third day after the last injection, and twice a week there- - 


after. 

Malaise, headache, fatiguability, diarrhoea, and 
excessive menstrual bleeding were experienced during 
ACTH administration and until the second day after the 
end of the course, after which patients felt increasingly 
well and voluntarily reduced their intake of neostigmine 
and other drugs. Facial muscle strength improved and 
general myasthenia, fatiguability, ptosis, and difficulty in 
swallowing diminished, while the patients could hold 
heavy objects in their hands for some time. Appetite 
increased. The remission was incomplete, but the 
improvement had been maintained at the time of 
writing for 3 months in all cases. Electromyograms on 
the 4 severely ill patients before ACTH therapy showed a 
35% decrease in action potential with 10 pulses per second 
and more than 55% decrease with 30 pulses per second: 
the one mildly ill patient gave the same reactions as 
healthy controls. After ACTH therapy the action poten- 
tial in patients was maintained in the same way as in the 
controls. On the ergogram the patients showed, before 
treatment, a variable impairment of their capacity for 
muscular work compared with the controls. This 
gradually and slightly increased during ACTH administra- 
tion and continued to increase after the course was 
completed, the improvement being maintained at the 
time of writing. Acetylcholine synthesis in the presence 
of the patients’ blood serum, which was decreased by 
25 to 55% on admission, increased and became similar to 
that occurring in the presence of normal serum as a result 
of ACTH administration. Walter H. H. Merivale 


1741. Familial Periodic Paralysis. Report on Two 
Families, with Observations on the Pathogenesis of the 
Syndrome 

D. K. ZieGLeR. Archives of Internal Medicine [Arch. 
intern. Med.] 84, 419-430, Sept., 1949. 2 figs., 20 refs. 


Biochemical study has an exasperating way of revealing 
a problem and at the same time failing to bring home a 
satisfactory conclusion. Familial periodic paralysis is a 
good example of this. It is one thing to say that this 
malady is associated with a depression of potassium level 
in the serum, it is quite another thing to define the precise 
nature of this relation. For many years it has been 
known that the malady is nearly always associated with 
a fall in serum potassium level. This is not the whole 
truth. A fall in serum potassium level does not inevitably 
bring about the disease. Conversely, a person in an 
attack may indeed have a low serum potassium level but 
an intravenous injection of potassium ions will not 
shorten an attack. 

There is a clear relation between the disease and such 
simple events as the taking of a heavy starchy meal, 
exposure to cold, or overwork. Certain persons 
afflicted with the disease know how to shorten an attack 
by taking a pinch of potassium chloride, but they have 
also discovered, or been taught, a number of personal 
tricks whereby an attack may be shortened. Some take 
exercise, some need mental and physical rest until an 
attack is over. Very few patients seem to trust the taking 
of potassium chloride alone. 


There is a great deal of hazy speculation about this 
obscure malady. It would seem that there is funda- 
mentally a disturbance in the metabolism of sugar, more 
especially in that chain of events whereby sugar can be 
converted into fuel in the muscles. The part played by 
potassium chloride and the real meaning of the fluctua- 
tions which occur in the potassium content in the serum 
are still obscure. 

There are about 400 cases of this disease on record. 
In most cases there is a tetraplegia. In the present article 
10 cases in 2 families are recorded; in 1 case attacks were 
regularly produced 8 to 24 hours after giving 200 g. 
glucose by mouth. Members of afflicted families seem 
to teach and help each other a great deal in both preven- 
tion and relief. A large number of members of afflicted 
families have partial, brief, or atypical attacks. 

G. F. Walker 


1742. A New Drug for the Symptomatic Treatment of 
Parkinsonism: 1 - ethyl - 2 - diethylamino - 2 - methyl - N - 
dibenzoparathiazine Hydrochloride. (Un nouveau médi- 
cament symptomatique des syndromes parkinsoniens : 
le chlorhydrate de [(diéthylamino 2’ méthyl 2’) ethyl !’)] 
N-dibenzoparathiazine) 

J. SIGWALD. Presse Médicale [Pr. méd.] 57, 819-820, 
Sept. 17, 1949. 


This is a report of the therapeutic trial of another 
derivative of thiodiphenylamine in Parkinsonism, follow- 
ing on the success of the earlier compounds, “ diparcol ” 
and “* phenergan”’. The hydrochloride of the compound 
** 3356 R.P.” has the formula: 


S 
| 


| 
CH, 


| 
CH—CH; 
| 
. HCl. 


It is a white crystalline powder, with a melting point of 
211° C., slightly soluble in cold water and very soluble in 
absolute alcohol. It is much less toxic than the two 
products previously studied and has a greater paralytic 
action on the parasympathetic system. It also has a 
sympathicolytic activity and is antagonistic to acetyl- 
choline. 

The effect of the drug was studied in 106 cases of 
Parkinsonism during a period of more than 18 months. 
The results appeared to be superior to those obtained 
with earlier products, particularly as its use was almost 
systematically reserved for those patients who tolerated 
the other drugs badly or whose symptoms were difficult 
to relieve; 79 patients had had previous treatment with 
other drugs. Of the 106 cases treated 40 were of the 
senile or pre-senile variety and 66 were probably post- 
encephalitic- 
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The action of the drug was found to be practically the 
same in both varieties of Parkinsonism, but the results 
varied according to the severity of the symptoms. They 
are classified in six categories: (1) In 10 cases the action 
was remarkable, with an almost total restoration of 
function. (2. In 35 cases the result was good, with 
partial restoration. (3) In 37 cases the result was 
moderately good. (4) In 16 cases the result was 
moderate, with a diminution of symptoms insufficient 
for the patient to return to ordinary activities. (5) In 
5 cases the action was very slight. (6) In 3 cases no 
action was noticed. Sometimes symptoms of intolerance 
developed, and the treatment had to be interrupted in 
6 cases. These symptoms were relatively rare and not 
serious; they included somnolence, formication and 
paraesthesiae, cramps in the legs, vertigo, and occasionally 
dryness of the mouth. Transient diplopia and abdominal 
pain were also noticed. The effect of the drug on the 
various symptoms is detailed. The symptom most 
noticeably improved was rigidity. The effect on tremor 
was less satisfactory. The drug has been tried with 
partial success in other dystonias, particularly in con- 
genital athetosis. J. MacD. Holmes 


1743. Artane Therapy for Parkinsonism. A Preliminary 
Study of Results in One Hundred and Seventeen Cases 

L. J. DosHay and K. ConstaBLe. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.| 140, 1317- 
1322, Aug. 27, 1949. 2 figs., 14 refs. 


“ Artane”’ (trihexyphenidyl; 3-[1-piperidyl]-1-phenyl- 
1-cyclohexyl-1-propanol hydrochloride), is a member of a 
new series of synthetic antispasmodic compounds. 
It has about one-half of the mydriatic and one-eighth of 
the antisialogogue potency of atropine, and its power of 
vagal inhibition of the heart is only one-hundredth that 
of atropine. Animal experiments have shown no other 
ill effects. 

In this paper the authors report the preliminary results 
of the treatment of 117 patients suffering from Parkin- 
sonism with this drug in doses of 1 to 2 mg. twice 
a day, increasing to 3 or 4 times a day as the condition 
and response of the patient warranted. In patients 
who had sialorrhoea, it was given before meals and if the 
sialorrhoea and rigidity were excessive small amounts of 
scopolamine were added as well. In the authors’ 
experience, no special precautions are necessary in the 
administration of artane and it appears to be an unusually 
mild drug, over-dosage of which is almost impossible. 
Although the usual dosage is between 6 and 10 mg. a 
day, 15 to 20 mg. is easily tolerated and doses of 30 to 
50 mg. have not had deleterious effects. Complete blood 
counts in the patients studied revealed no abnormal 
changes. 

There were 75 men and 42 women in the series; in 
76°1°%% of the whole series some improvement was seen. 
The authors comment that although these figures alone 
were most gratifying, they hardly serve to convey the 
whole of the benefit which the patients derived from the 
drug. In comparison with the other standard remedies, 
artane gave a considerably higher percentage-of favour- 
able results. Apart from the peripheral effects, the 


authors state that it has an unusual cerebral stimulant 
action, which was particularly effective in combating the 
depression and inertia prevalent among these patients, 
It was, moreover, so remarkably devoid of toxic reactions 
that it appears safe for use by the young and the old, 
the ambulatory and the infirm, the hypertensive, the 
cardiac, and the nephritic. 

[The authors are obviously very impressed with this 
drug, but only a few case notes are given, without details, 
A few of the statements in this paper are a little difficult 
to accept, such as: “* The distinguishing clinical features 
of the three essential types of Parkinsonism, postenceph- 
alitic, idiopathic . . . and arteriosclerotic, are so well 
differentiated and simple to recognize that they should 
be familiar to every one. . . .”’] N. S. Alcock 


1744. Artane in’ the Treatment of Parkinson’s Disease. 
A Report of Its Effectiveness Alone and in Combination 
with Benadryl and Parpanit 

R. S. ScHwas and W. R. TILLMANN. New England 
Journal of Medicine [New. Engl. J. Med.) 142, 483-485, 
Sept. 29, 1949. 2 figs., 4 refs. 


1745. The Process of Gestation and its Effect on Idio- 
pathic Epilepsy. (Gestationsvorginge und genuine Epi- 
lepsie) 

J. HiRSCHMANN. Deutsche Medizinische Wochenschrift 
[Dtsch. med. Wschr.] 74, 1110-1112, Sept. 16, 1949. 


Of 231 female epileptics admitted in the years 1925 to 
1948 to the Kretschmer Clinic, Tiibingen, 28 had their 
first attack during gestation. In 151 cases pregnancy, 
parturition, and puerperium had no influence upon the 
frequency of the seizures. In 4 cases there was temporary 
and in one permanent improvement; in 23 there was 
temporary and in 17 permanent deterioration during 
gestation. The frequency of attacks was therefore only 
permanently affected in 18 cases (7°8% of the series). 
The analysis of the group in which deterioration occurred 
showed that in 11 cases it occurred during pregnancy, in 
one case during parturition, in one in the puerperium, 
and in 4 cases during lactation. As a rule deterioration 
occurred during the first gestation. The number of 
pregnancies with no influence upon the attacks decreased 
with age, but the number of cases observed was too 
small for any conclusions to be drawn. 

A connexion between hormonal factors,and manifesta- 
tions of epilepsy is suggested. In 22% of cases seizures 
started with the first menstrual period; they occurred 
predominately at the time of the period in 17-3%. In 
10-8% menstruation had stopped or become irregular. 
In 32-2% there were suggestions of endocrine disturbance. 
Of the 17 patients in whom gestation caused deterioration 
12 were of dysplastic or aplastic type, pale and fat, with 
irregular or late periods and disturbances in water meta- 
bolism. This constitutional inferiority was, in the 
author’s opinion, responsible for the deterioration during 
gestation. 

Mental deterioration, observed in 5 cases after several 
pregnancies, is regarded as another indication that the 
frequency of attacks will increase during gestation. 

R. Klein 
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1746. The Unrecognized Late Post-encephalitic States. 


(Ueber die Verkennung der Folgezustande der Enceph- . 


alitis lethargica) 
G. Mater. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 79, 858-860, Sept. 17, 1949. 


Attention is drawn to diagnostic difficulties which may 
be present in late post-encephalitic psychotic states. A 
description of 5 such cases is given and the similarity to 
schizophrenic reactions, especially to catatonic states, is 
discussed. In some cases the febrile episode during the 
great epidemic of 1919-20 was comparatively mild, and 
the neurological signs of Parkinsonism were very scanty. 
In one patient anti-social and delinquent personality 
changes followed the encephalitis, but a psychotic 
paranoid syndrome did not appear until 28 years later. 
Lumbar puncture revealed a persistent pleocytosis in the 
cerebrospinal fluid. Such cases should be regarded as 
manifestations of “chronic encephalitis lethargica ’’, 
a condition which follows the acute stage and is con- 
stantly active in the nervous system; it may périodically 
manifest itself in an exacerbated form under the mask of a 
purely psychogenic psychosis. J. T. Leyberg 


1747. Psychiatric Factors in Essential Hypertension 
W. I. Tucker. Diseases of the Nervous System [Dis. 
nerv. Syst.) 10, 273-278, Sept., 1949. 5 refs. 


A psychiatric study was made of 100 patients, aged 
20 to 55, suffering from essential hypertension and free 
from significant cardiac, cerebral, or renal damage, 
because emotional factors seemed to be important in the 
condition. In 65 cases there was a family history of 
hypertension or cardiovascular disorder. In- 69 there 
were personality features described as characteristic of 
hypertensive patients. Such persons are said to be 
ambitious, over-conscientious, inclined to excessive 
worrying over real or possible difficulties, often in a 
State of tension and anxiety, highly sensitive ‘to criticism, 
and apt to be unduly distressed by failure. Of the 31 
patients who did not manifest those personality traits 
the majority showed hypochondriacal trends of long 
Standing and others were emotionally unstable. No 
particular personality patterns were found in the rest. 
There was a clinically manifest neurosis of an anxiety- 
tension type with varying degrees of psychasthenia and 
hypochondriasis in 68. In 51 of these neurotics the 
discovery of hypertension followed some traumatic 
emotional experience. Of 33 patients with no signs of 
neurosis 14 had had traumatic emotional experiences. 
In 44 neurosis was present before the discovery of 
hypertension and in 24 it appeared at the time of, or 
after, the detection of hypertension. Although a 
particular type of personality is often present in hyper- 
tensive patients, it cannot be concluded that this is the 
cause of hypertension. In the author’s opinion definite 
conclusions as regards the relation of personality and 


emotional factors to hypertension can be arrived at 
only through a study better controlled than the present 
one; the described findings are therefore offered as 
** tentative suggestions ”’ only. F. F. Kino 


1748. The Confused Schizophrenias on the Basis of 
Catamnestic Investigations. (Die verworrenen Schizo- 
phrenien auf Grund katamnestischen Untersuchungen) 
H. Scuwas. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 182, 333-399, 1949. 
36 refs. 


Catamnestic investigations on schizophrenia by Kleist 
and co-workers since 1936 have shown that in the majority 
of cases hebephrenia, catatonia, and paranoia remain as 
such and as originally diagnosed, and have permitted 
sub-classification of these main forms. However, the 
old tripartite classification does not take into account 
a group of cases called by Kleist “confused schizo- 
phrenias”’ or “ schizophrenia in the narrow sense”’. 
Kraepelin described certain cases characterized by dis- 
ordered talk, calling the condition ‘“‘ schizophasia ”’, 
while in 1918 Kleist described a form with incoherence 
and predominant thought disorder, closely related to 
schizophasia, though the latter shows predominantly 
disorder of verbal expression. Disorders of thought and 
speech may appear in any schizophrenic picture, but in 
“confused schizophrenia’? they dominate the other 
symptoms. The present paper, coming from Kleist’s ° 
clinic at Frankfort-on-Main, deals with schizophasia; — 
investigations on the group with predominant disorder of 
thought will be described in another paper. 

The disease picture is described in those schizophasics 
admitted to the clinic between 1920 and 1935 (9 cases), 
together with 7 earlier cases. Typical and atypical cases 
occur in equal proportions, the typical basic form 
corresponding to Kraepelin’s description and to Kleist’s 
conception of the schizophrenias as psychic system 
diseases. In the typical form initial symptoms are ideas 
of reference, delusions of grandeur, and hallucinations, 
usually auditory. ‘The paranoid ideas are not syste- 
matized, vague, and recede to the background; the 
delusions of grandeur remain at the same level, and 
the hallucinations abate or seem to disappear but 
may reappear episodically. Behaviour corresponds to 
psychical experience; at first the patient is suspicious and 
morose, but later becomes quiet and orderly. The 
leading symptom is disorder of talk, characterized by 
. aphasic elementary symptoms, such as letter- 
paraphasic word mutilation, verbal-paraphasic mis- 
conceptions, new formation of words by mistaken word 
derivations and combinations, as well as a- and para- 
grammatical mistakes in sentences’. Some thought 
disorder is present, but cannot be considerable or play 
much part in the verbal disorder, for the patient behaves 
unobtrusively and works well and usefully, while exact 
observation shows the greater significance of pure verbal 
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disturbance. The course is steadily progressive, though 
the patient may live outside the hospital and only need to 
return during hallucinatory episodes. It is a rare disease. 

Atypical schizophasia occurs as a combination of pure 
schizophasia with other typical special forms of schizo- 
phrenia, or as “‘ extensive ’’ mixed forms. 

Kleist’s supposition that the thought disturbance of the 
schizophasic affects preferentially abstract-logical think- 
ing bound to speech, and only to a very slight degree 
“ thought during action ”’, is referred to. 

W. Forster 


1749. Practical Experiences and Experimental Researches 
in Modified Electric Convulsion Therapy. (Praktische 
Erfahrungen und experimentelle Untersuchungen bei 
modifizierten Elektroschockbehandlungen) 

J. HEUSCHER and P. KIELHOLZ. Schweizerische Medi- 
zinische Wochenschrift (Schweiz. med. Wschr.] 79, 
853—856, Sept. 17, 1949. 2 figs., 22 refs. 


The authors describe various modifications of electric 
convulsion treatment (E.C.T.) used in the Psychiatric 
Clinic in Basle and report their results in 210 cases. The 
combination of E.C.T. with insulin, curare, and thio- 
pentone has considerably improved the results and 
diminished the risk of complications. Apart from cases 
of chronic agitation in which E.C.T. was used as a 
behaviour-corrective measure, all recent cases were 
treated by the modified technique. In paranoid schizo- 
phrenia insulin administration was the treatment of 
choice, but if there was no improvement after 6 weeks, 
E.C.T. was regularly given during the early stages of 
hypoglycaemic sopor. The same procedure was used 
for schizophrenics with marked depressive symptoms. 
_ In stuporose and agitated schizophrenia E.C.T. preceded 
a course of insulin treatment. Curare was used for all 
patients above 50 years of age in whom a risk of fractures 
or cardiovascular complications existed. Thiopentone 
was given before E.C.T. to all patients who showed 
excessive anxiety or dislike of therapy. Even in milder 
cases sedation with barbiturates as a rule preceded the 
application of each electric shock. The authors suggest 
that the more gradual and delayed return of conscious- 
ness when E.C.T. is combined with thiopentone may 
have some therapeutic effect. An analysis of various 
tests indicates that the psycho-organic syndrome of 
confusion and impairment of memory frequently seen 
after E.C.T. is much less evident when the treatment is 
modified by the use of thiopentone. J. 7. Leyberg 


1750. Conditioned-reflex Treatment of Alcoholism. I. 
Its Rationale and Technic. II. The Risks of its Applica- 
tion, its Indications, Contra-indications and Psycho- 
therapeutic Aspects 

J. THIMANN. New England Journal of Medicine [New 
Engl. J. Med.) 2A1, 368-370 and 406-410, Sept. 8 and 15, 
1949. 25 refs. 


[These two articles represent abstracts from a book on 
the subject in process of publication.] The author 
believes that addiction to alcohol is something autonom- 
ous, that is, although it may, in some cases, arise on the 
basis of a neurosis, it is independent and will persist when 


the neurosis has been relieved; the urge to drink is an 
abnormal conditioned reflex. This calls for treatment 
of the addiction as such. The results of 7 years’ use of 
conditioned reflex therapy at the Washington Hospital 
(the only U.S. hospital specializing in the treatment of 
drug addiction) are reported. The specific therapy was 
supplemented by psychotherapy, including group 
therapy and other measures. The latter included part- 
time stay in hospital. Treatment was begun in the 
morning since a better reaction is obtained in the fasting 
and rested patient; 10 to 20 mg. amphetamine sulphate 
and | mg. strychnine sulphate followed by 60 to 150 mg. 
emetine hydrochloride with 1 to 3 glasses of tepid water 
were given, 50 to 150 mg. emetine hydrochloride being 
administered hypodermically simultaneously. Immedi- 
ately before the expected emesis the patient was given 
alcohol in his habitual form. These sessions each lasted 
for 20 to 30 minutes, and were repeated daily for 5 to 6 
days. They were followed by 6 to 7 preventative 
one-day treatments reinforcements given at intervals 
of 4 to 12 weeks. Thus the total treatment took approxi- 
mately 1 year. ‘“‘Reinforcements”’ during the second 
year were sometimes given in suitable cases. 

Up to the date of publication 282 patients have been 
treated, aged from 17 to 64. The total dose of emetine 
hydrochloride (subcutaneously) in the initial series of 
sessions varied from 0-5 to 0-85 g. Diarrhoea occurred 
after 2 to 4 injections in nearly all cases. Cramping 
pains in intestines or genitals occurred in 10. Some 10 to 
14 days after the initial course approximately 60% 
complained of general muscular weakness and aching 
of variable degree; 5 out of the 282 (1-43%) reacted with 
severe cardiovascular manifestations. One patient who 
neglected medical advice, and 1 other, died (0-7%). 
Certain modifications in the treatment have been made 
to diminish the risks of toxic symptoms: elimination of 
pilocarpine, reduction of emetine dosage, and insistence 
on increased rest in hospital. The number of cases given 
this modified course is as yet too small to permit conclu- 
sions, but so far no cardiovascular effects have been 
observed. The factors favouring relapse into alcoholic 
excess are discussed. 

The treatment is indicated in all patients physically 
and psychologically suitable. Contraindications are an 
intelligence quotient well below 100, constitutional 
psychopathy, lack of ability to recognize the need for 
treatment, a record of criminal offences committed 
whilst sober, combination with drug addiction, and acute 
psychosis. Physical contraindications are disturbances 
of the cardiovascular—renal system, active pulmonary 
tuberculosis, active peptic ulcer, and cirrhosis of the 
liver. Of the 282, 7 did not finish treatment. Of the 
remaining 275, no information was available on 30. 
Of the rest, 125 are still total abstainers, including 9 who 
relapsed once and were re-treated. Of the 125, 21 have 
been totally abstinent for 6 to 7 years, 37 for 5 to 6 years, 
and 15 for 4 to 5 years. The remainder have been 
abstinent 1 to 3 years, giving a total percentage of 
abstainers out of the 245 of 51-02. The drug treatment 
is only one aspect of the total therapy and stress is, as 
always, laid on the need for concomitant psychotherapy. 

E. W. Anderson 
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1751. Observations on Canicola Fever. The Differential 
Diagnosis of Influenza-like Diseases. (Uber Beobacht- 
ungen von Canicolafieber—Ein Beitrag zur Differen- 
tialdiagnose der grippeartigen Erkrankungen) 

H. Scumipt and W. Lana. Arztliche Wochenschrift 
a. Wschr.] 4, 481-484, Aug. 30, 1949. 2 figs., 
18 refs. 


The authors enumerate various diseases, such as 
typhus, typhoid, paratyphoid, tuberculosis, and septic 
infections, septic endocarditis, the non-paralytic stage of 
anterior poliomyelitis, infective hepatitis, and Bornholm 
disease,which are very often diagnosed in their initial stage 
as “ influenza”. They claim that canicola fever occurs 
probably quite frequently but is incorrectly diagnosed 
on account of its influenza-like character. They report 
5 cases of Leptospira canicola infection in Germany in 
which the same symptoms and signs were more or less 
pronounced, but there were certain differences'in the 
progress of the illness. The disease started with rigors 
or high temperature lasting for about 8 days. The 
fever chart sometimes showed a double remission. In 
all cases there was some kidney damage with albumin 
and erythrocytes in the urine. Two patients had 
jaundice; one suffered from severe headache and neck 
stiffness, but without Kernig’s sign. The two others 
complained only of general malaise and muscle pains. 
Conjunctivitis was often present. The diagnosis was 
made by demonstrating a high agglutination titre against 
L. canicola, Franz Heimann 


See also Section Hygiene and Public Health, Abstract 
1452. 


1752. Coexisting Disseminated Coccidioidomycosis and 
Tuberculosis, Report of a Case 

G. M. Firestone and E. S. BENSON. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 59, 415-428, April, 
1949. 4 figs., 11 refs. 


Cases in which coccidioidomycosis and tuberculosis 
co-exist are rare, and the authors add a 6th case to the 
5 previously recorded in the literature. Their patient was 
followed up over a period of 54 years, during which time 
both conditions were steadily progressive. The cocci- 
dioidomycosis was first manifested by enlargement of the 
cervical lymph nodes; later the skin was involved, 
especially that of the nares; the disease finally terminated 
by miliary dissemination throughout the body. The 
tuberculous infection was first evidenced radiographically 
by a soft shadow in the upper zone of the right lung; 
later it developed the characteristics of bilateral fibro- 
caseous disease with cavitation, and before death it in- 
volved both the pharynx and the bowel. In addition 
there was haematogenous spread to the seminal vesicles. 
The clinical history and necropsy findings are recorded 
in great detail. The diagnosis of coccidioidomycosis 
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was made during life by biopsy of a cervical lymph node, 
culture of the biopsy material, and guinea-pig inocula- 
tion. The diagnosis of tuberculosis was confirmed 
during life by the finding of tubercle bacilli in the sputum 
on direct examination, culture, and guinea-pig inocula- 
tion, further confirmation being obtained from post- 
mortem material. A variety of different therapeutic 
agents were employed in the management of the case, 
the majority of which were without significant effect. 
There was, however, some improvement of the cocci- 
dioidomycotic lesions during the administration of calci- 
ferol, and also some temporary improvement of the 
pulmonary tuberculosis under the influence of strepto- 
mycin. It is of interest that during the administration of 
the latter drug the coccidioidal lesions continued to 
progress. Richard D. Tonkin 


1753. Nocardiosis. Pneumonia and Empyema due to 
Nocardia asteroides 

H. F. Hacer, A. V. MiGcuraccio, and R. M. YOUNG. 
New England Journal of Medicine [New Engl. J. Med.] 
241, 226-231, Aug. 11, 1949. 6 figs., 17 1efs. 


The authors report from the Rhode Island Hospital, 
Providence, 2 cases of pulmonary disease from which 
the fungus Nocardia asteroides was isolated. N. 
asteroides is a sporothrix causing “* farcy ” in cattle, and, 
rarely, a chronic suppurative disease beginning with 
pulmonary or intestinal infection and going on to 
metastatic abscess formation in man. 

In the first case, the organism was found in pus from a. 
thoracic empyema, developing in a 16-year-old girl after 
lobar pneumonia. Open drainage with daily instillation 
of 500,000 units of penicillin, injection of penicillin 
2,000,000 units and streptomycin 2 g. per day, and oral 
administration of sulphadiazine 9 g. per day resulted in 
speedy closure of the sinus and recovery. Slight persist- 
ing vestibular damage and an eosinophilia of 42% were 
ascribed to the fact that streptomycin had been given for 
27 days. : 

N. asteroides was found in the sputum of a 64-yea1-old 
woman who had suffered from asthma, recurrent 
episodes of fever, and purulent bronchitis for 3 years. 
Chest radiographs showed apical streaking and calcifica- 
tion only. 

Investigation of the sensitivity of these fungi to anti- 
biotic agents in vitro showed that the organism in the first 
case was sensitive to penicillin, streptomycin, and 
sulphadiazine in concentrations obtainable therapeuti- 
cally. That from the second was not sensitive to 
sulphadiazine, but was to the others and to aureo- 
mycin. The authors are of the opinion that the few 
recoveries from this disease reported are due to chemo- 
therapy, but consider that a long follow-up period is 
needed before acceptance of cure. 

J. Robertson Sinton 
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1754. Immunologic Types of Blastomycosis: a Report 
on 40 Cases 

D. T. SmirH. Annals of Internal Medicine [Ann. intern. 
Med.) 31, 463-469, Sept., 1949. 12 refs. 


1755. Experimental 
experimental) 
C. DA SILvA LAcAz, S. Timo Tarta, M. FERREIRA, A. A. 
Martins, and V. SALCEDO VEGA. O Hospital Hospital, 
Rio de J.] 36, 61-71, Sept., 1949. 2 figs., 17 refs. 


Blastomycosis. (Blastomicose 


VIRUS INFECTIONS 


1756. Louping-ill Meningo-encephalitis. A Further Case 
and a Serological Survey 

J. H. Lawson, W. G. MANDERSON; and E. W. Hurst. 
Lancet [Lancet] 2, 696-699, Oct. 15, 1949. 1 fig., 12 refs. 


Louping-ill in man has been recorded in 21 cases, 18 
of which have occurred in laboratory workers. The 
authors here describe the fourth naturally occurring case, 
in a Glasgow abattoir employee aged 42 years. An 
initial influenza-like attack was followed after 14 days by 
a second phase of pyrexia accompanied by severe head- 
ache, diplopia, and right internal strabismus. A pink, 
papular rash was present on the abdomen. The Wasser- 
man, Widal, Schiiffner, and Paul—Bunnell tests gave con- 
sistently negative results, as also did bacteriological 
examination of the urine and faeces. Penicillin and 
sulphadiazine were administered because of widespread 
rales over the lung fields. The temperature fell by crisis 
5 days after the beginning of the second attack and the 
patient recovered uneventfully. The typical biphasic 
temperature curve suggested louping-ill and subsequently 
the patient’s serum was shown to neutralize louping-ill 
virus in mice at high dilution. Examination of the 
blood of 38 workers at the same abattoir revealed 2 
strongly reactive sera, 1 of moderate activity, and 2 
doubtfully reactive. The authors emphasize that 
laboratory examination is the only means of diagnosing 
louping-ill infections. J. F. McCrea 


1757, A Suggested Scheme for Smallpox Treatment 

D. F. JoHNsTONE and J. L. FLUKER. Monthly Bulletin 
of the Ministry of Health, etc. (Mon. Bull. Min. HIth] 8, 
188-189, Sept., 1949. 


1758. Complement Fixation Tests for Diagnosis of 
Mumps Applied to Typical and Suspect Cases of Mumps 
Meningoencephalitis. [In English] 

V..OLDFELT. Acta Medica Scandinavica [Acta med. 
seand.| 133, 98-112, 1949. 13 figs., 27 refs. 


A series of 29 patients with mumps meningo- 
encephalitis were examined serologically. In the comple- 
ment-fixation tests, the egg antigen components were 
separated by ultracentrifugation. The virus antigen and 
the soluble antigen were found chiefly in the allantoic 
membrane and the amniotic fluid of egg cultures. In 
mumps meningo-encephalitis the titres for both antigens 
rose in a characteristic manner. In 5 patients with 
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definite clinical symptoms such as orchitis the condition 
was diagnosed as mumps meningo-encephalitis on 
account of typical alterations in the antigen titre. 
Another 3 cases were classified as probable cases of 
mumps meningo-encephalitis. In 2 cases no significant 
changes were found. The serological examinations were 
made in Philadelphia, the specimens of serum being sent 
by air without refrigeration. E. Neumark 


1759. Mumps Meningoencephalitis With and Without 
Parotitis 
L. KiLHaM. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 78, 324-333, Sept., 1949. 13 refs. 


An account is given of 25 cases of mumps meningo- 
encephalitis. In the cerebrospinal fluid the total number 
of leucocytes varied from 10 to over 20,000 per c.mm., 
but the percentage of lymphocytes was invariably over 90. 
The protein content was very variable, but was usually 
slightly or moderately increased. Serological diagnosis 
depended on a four-fold rise of antibody titre between 
the acute and the convalescent stage, as determined by 
either the antihaemagglutination test, or the complement- 
fixation test, or both. Isolation of the virus from all 21 
cases in which it was attempted was successful, isolation 
being generally possible from the cerebrospinal fluid 
in 50% of cases during the first week of mumps meningo- 
encephalitis. The virus is also demonstrable in almost 
all samples of saliva collected early in the course of 
mumps parotitis, whether parotid enlargement be 
apparent or inapparent clinically. 

The true incidence of mumps infection without 
clinical parotitis should now be determinable in closed 
groups by the application of the newer techniques. No 
other encephalitis can be identified more readily, for the 
antihaemagglutination test is simple and satisfactory. A 
serological test is indicated whenever appropriate signs 
and symptoms are associated with a cerebrospinal fluid 
leucocytosis of 150 to 2,500 per c.mm. of which 95% or 
more are lymphocytes and a raised total protein content 
in the fluid, especially with a history of exposure to 
mumps. Mumps meningo-encephalitis may be pre- 
valent throughout the summer months. There is a 
suggestion that enlargement of the salivary glands is less 
frequent at this season. H. Stanley Banks 


1760. Virus Isolation and Serologic Studies on Patients 
with Clinical Mumps 

E. W. Hook, S. O. PooLe, and W. F. FRIEDEWALD. 
Journal of Infectious Diseases {J. infect. Dis.] 84, 230-234, 
May-June, 1949. 7 refs. 


Isolation of mumps virus from body fluids and tissues 
was attempted during an epidemic in Atlanta during the 
winter, 1947-8. Virus was recovered from the saliva of 
approximately 60% of patients examined within 3 days 
from the onset of parotitis, but no virus was demonstrable 
after 7 days. Two chick-embryo amniotic passages 
were usually necessary for the development of fully active 
virus. Virus could not be demonstrated in the spinal 
fluid of 2 patients with mumps meningo-encephalitis, 
possibly because more than 3 days had elapsed since the 
development of parotitis and the serum contained active 
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neutralizing antibodies. Virus was recovered, however, 
from testicular tissue obtained from a patient with 
mumps orchitis, although parotitis had begun 7 days 
earlier. Culture of hydrocele fluid proved negative. 
No virus was demonstrable in the placenta of a woman 
who developed parotitis 5 days before parturition. In 
this case, active inhibitory and complement-fixing 
antibodies were present in the mother’s serum but not in 
that of the child. The amount of haemagglutinin 
inhibitor and complement-fixing antibodies increased 
significantly and in parallel in 15 cases of uncomplicated 
mumps parotitis, but in the authors’ opinion \the 
complement-fixation test is the more reliable of the two 
methods. J. F. McCrea 


1761. The Isolation of Mumps Virus at Autopsy 

T. H. WELLER and J. M. CraiG. American Journal of 
Pathology J. Path.] 25, 1105-1115, Sept., 1949. 
2 figs., 21 refs. 


1762. Homologous Serum Jaundice 

D. LEHANE, C. M. S. Kwantes, M. G. UPWARD, and 
D. R. THomson. British Medical Journal (Brit. med. J.] 
2, 572-574, Sept. 10, 1949. 5 refs. 


In 1946 Spurling, Shone, and Vaughan (Brit. med. J., 
2, 409) showed that in Britain the incidence of homolo- 
gous serum jaundice was negligible after whole blood 
transfusion, but considerable (7:3%) among patients 
who had received plasma or serum prepared by the current 
method from large pools. [Loutit and Maunsell also 
recorded no cases after injections of individual sera 
rather than pooled sera.] The policy was therefore 
adopted of reducing the size of pools of serum and 
plasma for transfusion to the minimum considered 
practicable—10 donors. The present article is a report 
of a survey carried out to determine the effect of this 
policy, 4,430 patients who had received transfusions 
being followed up. The incidence of homologous serum 
jaundice after blood transfusion (0-8°%%) was not signifi- 
cantly different from that after transfusion of plasma from 
small pools (1-3%), but both differed considerably from 
the incidence after transfusion of plasma from large 
pools (11-9%). [This is a very convincing report and 
survey. ] John F. Loutit 


1763. Virus Vaccine Immunization Against the Common 
Cold 

N. Fox and G. S. Livincston. Archives of Otolaryn- 
gology [Arch. Otolaryng., Chicago] 50, 406-416, Oct., 
1949. 19 refs. 


1764. Lymphocytic Choriomeningitis. Treatment of 
Two Cases with Aureomycin 
W. C. GRATER and J. A. Riper. Texas State Journal of 
Medicine [Tex. St. J. Med.| 45, 568-570, Aug., 1949. 
2 figs., 3 refs. 


The authors describe 3 cases of lymphocytic chorio- 
meningitis in which the complement-fixation reaction was 
positive. One patient received no treatment, the others 
were treated with aureomycin by mouth in doses of 
5 mg. per kg. of body weight every 6 hours. Both 


‘specific origin and vague malaise. 


treated cases responded dramatically: within 24 
hours of beginning treatment there were relief of symp- 
toms and decrease in meningeal signs; within 96 hours 
the meningeal signs and symptoms had disappeared and 
the patients had become afebrile. The cerebrospinal 
fluid findings did not coincide with the clinical recovery, 
increased protein and lymphocytes being present one 
month later. G. M. Findlay 


POLIOMYELITIS 


1765. Prodromal Illness in the Berlin Poliomyelitis 
Epidemic of 1947. (Die Vorkrankheit bei der Berliner 
Poliomyelitisepidemie 1947) 

G. JoppicH and F. Kuske. Monatsschrift fiir Kinder- 
heilkunde [Mschr. Kinderheilk.| 97, 343-349, 1949. 
7 figs., 27 refs. 


This study was made in the great Berlin poliomyelitis 
epidemic of 1947. Of 2,246 patients 52% had a history 
of prodromal illness. By far the most frequent illness 
was one of the upper respiratory passages (in 29% of the 
2,246 cases). Next came gastro-enteritic symptoms, 
mainly diarrhoea (9:7%); 7:5% had fever of non- 
Infectious diseases 
and traumata played a relatively small part in the 
histories, though one case of poliomyelitis after 
tonsillectomy is described. There was no relation 
between the seat of the prodromal illness and the site of 
any subsequent paralysis. 

The great majority of the prodromal illnesses are 
considered to have been caused by the virus of polio- 
myelitis itself. This opinion is in contrast to that of 
some other authors who believe that prodromal illnesses 
are not caused by the virus, but permit invasion by it by 
lowering the resistance of the body. The prodromal 
illness does not represent the moment of infection by 
the virus, but occurs some time later, within the incuba- 
tion period. The possibility of an allergic pathogenesis 
of poliomyelitis is considered; this possibility is greatly 
enhanced by the observation, made in other epidemics, 
that treatment with convalescent serum increases the 
incidence of paralysis. On the other hand the interval 
between prodromal illness and the onset of poliomyelitis 


-is between 4 and 5 days on the average, which is too short 


a time for the formation of antibodies whose lysing 
action might be thought to activate the virus. 
Marianna Clark 


1766. Studies on the Chemotherapy of Virus Infections. 
II. Failure of Darvisul (Phenosulfazole) to Affect the 
Course of Experimental and Clinical Poliomyelitis 

M. SCHAEFFER and J. A. Toomey. Journal of Pediatrics 
[J. Pediat.] 35, 444-446, Oct., 1949. 5 refs. 


A newly synthesized sulphonamide compound, 
‘* darvisul ” (phenosulphazole), was given to 50 mice for 
several days, the mice then being inoculated with the ~ 
Lansing strain of poliomyelitis virus. The drug treat- 
ment was continued for 30 days. A second group of 
50 mice was given the drug and virus simultaneously. A 
third group was given neither, and served as controls. 


| 
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Human subjects suffering from poliomyelitis of various 
types—non-paralytic, spinal, corticobulbar, and respira- 
tory—-were given the drug, and the results compared with 
those in controls chosen by the alternate case method. 

In neither experimental animals nor human subjects 
did the drug prove to have any effect whatever on the 
course of the infection. R. S. Illingworth 


1767. The Treatment of Poliomyelitis with Phenosulfa- 
zole 

R. L. Wuerton, E. R. M. L. Lepper, L. K. 
Sweet, and H. F. Dowtinc. Journal of Pediatrics 
[J. Pediat.| 35, 447-450, Oct., 1949. 1 ref. 


Thirty-two patients with acute poliomyelitis were 
treated with “ darvisul’’ [phenosulphazole; N-(2-thia- 
zolyl))phenol sulphonamide]. Their subsequent progress 
was compared with that of 34 patients chosen by the 
alternate case method. There was no difference in the 
two groups. It was concluded that the drug has no 
effect upon the clinical course of acute poliomyelitis. 

R.S. Illingworth 


1768. Bulbar Poliomyelitis. Favorable Results in Its 
Treatment as a Problem in Respiratory Obstruction 

T. C. GALLoway and M. H. Seierr. Journal of the 
American Medical Association [J. Amer. med. Ass.| 141, 
1-8, Sept. 3, 1949. 2 figs., 34 refs. 


The authors consider that anoxia and obstruction of 
the airway by secretion are more important in bulbar 
poliomyelitis than is the direct action of virus on the 
central nervous system. By special methods they 
have treated 15 cases in the last 24 years without a 
fatality. 

The primary defect lies in inability to swallow and 
consequent accumulation of secretions in the pharynx. 
The amount of secretion is more than is often realized 
(in one case 2,000 ml. was suctioned off in 24 hours). 
This obstruction occasions anoxia. To circumvent this 
train of events four main points are stressed: correct 
postural drainage, aspiration of secretions, early tracheo- 
tomy, and oxygen administration. The point is well 
made that to secure proper drainage of the trachea the 
head must be well down to compensate for the fact that 
in the supine position the trachea naturally runs down to 
the hilum at an angle to the horizontal. For aspiration 
they favour continuous water suction, with the catheter 
tip lying in the pharynx. Eight indications are listed for 
tracheotomy: (1) Progressive anoxia with secretion in 
the upper airway. (2) Unconsciousness or pronounced 
restlessness in a patient who does not respond to other 
treatment in a few minutes. (3) Pronounced restlessness 
or stupor in a patient in a respirator, even if the paralysis 
is apparently of a spinal type. (4) Fluid accumulation 
not otherwise certainly taken care of in a patient who 
requires a respirator. (5) Bilateral paralysis or spasm 
of vocal cords. (6) Rapidly progressive bulbar symp- 
toms. (7) Grave signs of vasomotor failure. (8) Lack 
of training of attendants, inadequate equipment, or poor 
co-operation of the patient. 

In the discussion after the paper was read Brown 
pointed out that although the total mortality rate from 


** bulbar ’’ poliomyelitis is some 30% two main types of 
case can be recognized. In one group with purely 
cranial nerve involvement the mortality is low (5 to 6%), 
In the other (where involvement of the medulla in the 
virus process may be proved at necropsy) the mortality 
is of the order of 70 to 80%. A careful analysis of 30 
consecutive fatalities showed that 13 were due to circu- 
latory failure, 6 to respiratory failure, 6 to obstruction of 
the airway, and 5 to massive atelectasis. 

[The original article does not contain the kind of 
statistics which permit objective assessment of the 
treatment, but it does make an important contribution 
to a difficult subject. In Great Britain where the clinician 
deals with such cases in “* single numbers "’ as a rule, it is 
startling to read of totals such as “* 783 bulbar patients 
seen in 2 years”, with one clinician performing 233 
tracheotomies in a group of 284 patients. Brown, in 
the discussion, makes it clear that he believes in the 
importance of the points made in the main paper and 
particularly those with reference to tracheotomy, 
Nevertheless in 1946-48 he treated 318 cases with a 
mortality of 34%. Although unable to speak from such 
extensive experience the abstracter would agree with 
Brown that over-emphasis of the importance of anoxia 
may tend to over-simplify the problem.] 

T. Anderson 


See also Section Hygiene and Public Health, Abstract 
1451. 
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1769. Chloromycetin in Experimental Rickettsial Infec- 
tions 

J. E. SMapet, E. B. Jackson, and A. B. Crutse. Journal 
of Immunology |J. Immunol.| 62, 49-65, May, 1949. 
2 figs., 16 refs. 


Chloramphenicol (“ chloromycetin”’) was used in treat- 
ing experimental infections by Rickettsia tsutsugamushi 
(8 strains), R. prowazekii, R. mooseri, R. rickettsii, R. 
akari, and R. burnetii in chick embryos, mice, and guinea- 
pigs. Embryonated eggs were inoculated with a 5 to 
20°%, suspension of infected yolk-sac tissue. Chlor- 
amphenicol was also injected into the yolk sac, significant 
prolongation of life being obtained with a dose of 0°125 
mg. for all strains except R. burnetii which required a dose 
of 0-5 mg. before any action was apparent. About the 
same activity was observed when the drug was given 
either half an hour before, or 24 hours after, infection. 
In the case of R. burnetii the effect of the drug was 
increased by giving it later, the greatest effect being 
obtained when the injection was made 72 hours after 
infection. 

Mice were inoculated intraperitoneally with a standard- 
ized suspension of infected liver and spleen or of yolk-sac 
tissue. With the “ Karp” strain of R. tsutsugamushi, 
daily doses of 2:5 mg. given intraperitoneally from the 
4th to the 20th day, or in the drinking water, beginning 
before infection and continued for 12 days, prevented 
death in every case. If the treatment was stopped before 
the 9th day most of the mice died, although their lives 


we 
fu 
pr 
tic 
sti 
to 
m 
Su 
m 
fo 
af 
th 
we 
gi 
ni 
ta 
m 
to 
1¢ 
ri 
al 
bi 
st 
W 
a 
th 
th 
el 
ty 
st 
p 
te 
re 
it 
a 
ri 
ti 
p 
a 
1 
t 


RICKETTSIAL 


were prolonged. Intermittent treatment was unsuccess- 
ful. The “* Seerangayee *’ strain was less sensitive and to 
prevent death treatment had to be begun before inocula- 
tion and continued for 20 days. The “ Kostival” 
strain was similar to the “* Karp ” strain, and the “ Buie ” 
to the “‘ Seerangayee *; three other strains were inter- 
mediate in sensitivity to chloramphenicol. R. tsut- 
sugamushi persisted for long periods in the tissues of 
mice and was present even in animals treated continuously 
for 100 days. The blood concentration of the drug 
after intraperitoneal injection rose rapidly to a peak, 
then declined rapidly so that only very small amounts 
were present 2 hours after injection; when the drug was 
given in the drinking water (2 ml. for each mouse over- 
night) the level in the blood was low but was main- 
tained for a longer period. Mice treated orally looked 
more healthy than those given intraperitoneal doses. 
With R. akari treatment for 3 to 4 days was sufficient 
to prevent death, and tissues examined on the 12th or 
14th day after inoculation were apparently free from 
rickettsiae. With R. mooseri treatment with chlor- 
amphenicol greatly reduced the mortality of the mice, 
but did not protect all of them. With R. rickettsii in 
guinea-pigs the effect of chloramphenicol was_ less 
striking, but in some animals growth of the organism 
was suppressed completely and no complement-fixing 
antibodies were formed in the serum. It was found that 
the blood levels attained in the guinea-pigs were lower 
than those in mice or men. Chloramphenicol had no 
effect against R. tsutsugamushi in vitro, or in protecting 
mice from the lethal effect of injected rickettsial toxins. 
L. G. Goodwin 


1770. Chloromycetin in Scrub-Typhus 
H. McC. Gites and T. Symincton. Lancet [Lancet] 1, 
16-19, Jan. 7, 1949. 3 figs., 5 refs. 


The authors report the successful treatment of scrub 
typhus in adults with a single dose of 3 g. synthetic 
“chloromyeetin (chloramphenicol). Smadel ef al. 
(Proc. Soc. exp. Biol., N.Y., 1949, 70, 191; Abstracts of 
World Medicine, 1949, 6, 626) have already reported 
success in 2 cases with doses of 4 g. and 5 g. given within 
12 hours. The present authors have treated 16 cases in 
service personnel in Malaya. Diagnosis was established 
partly on clinical signs—fever, rash, adenopathy, charac- 
teristic facies, and the presence of an eschar in 11 of the 
cases. Confirmation was provided by the Weil—Felix 
reaction, which showed agglutination of Proteus OX K 
in dilutions of 1 in 1,600 in 12 cases:and a titre as low 
as | in 400 only in 1 case. Mouse inoculation yielded 
rickettsiae in 2 cases. The drug was given in the form of 
twelve 0:25 g. tablets taken at once. Most of the 
patients experienced nausea. In only one case was an 
additional dose given, and this was a case with pulmonary 
complications in which penicillin had also been given. 
Temperature and pulse rate fell to normal limits within 
18 hours in 11 cases. In 3 cases the pulse rate and 
temperature fell to normal within 24 hours and in 1 case 
within 72 hours. The authors record rapid relief of 
symptoms; headache and malaise disappeared with the 
fall in temperature. The rash disappeared except where 
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it was petechial and the enlarged lymph nodes became 
painless within 24 hours. In one case irregular fever, 
the cause of which was not ascertained, persisted for 
16 days after treatment. Apart from this there was no 
evidence of relapse. Commenting on the rapid and 
permanent relief of symptoms by a single dose of chlor- 
amphenicol, the authors observe that this is surely one of 
the most remarkable achievements in the whole field of 
chemotherapy [an observation with which those who have 
had experience of scrub typhus will readily agree]. 
William Hughes 


1771. Chloramphenicol (Chloromycetin) in the Treatment 
of Tsutsugamushi Disease (Scrub ‘Typhus) 

J. E. SMape., T. E. Woopwarp, H. L. Ley, and R, 
Lewtuwatte. Journal of Clinical. Investigation [J. clin. 
Invest.| 28, Part Il, 1196-1215, Sept., 1949. 23 refs. 


This paper is an extended account of work first reported 
by the authors in Science, 1948, 108, 160. 

Thirty patients, 28 of whom contracted scrub typhus 
near Kuala Lumpur, | in Singapore, and | from an 
accidental laboratory infection, were treated with 
chloramphenicol. Infection was confirmed by the 
Weil—Felix reaction, and by isolation of the rickettsia 
from all but 3 of the patients. An initial oral dose of 
3 to 3-5 g. (60 mg. per kg.) of chloramphenicol was given, 
between the 3rd and I1th days of the disease, and was 
followed by doses of 0-25 g. 3-hourly for at least 24 hours. 
The temperature fell to normal in about 32 hours; 
convalescence was rapid and there were no relapses 
or complications. Another group of 19 patients from 
the same locality were observed as controls and were 
given supportive treatment only. The fever in this 
group lasted for 12 to 31 days; one patient developed 
suppurative parotitis; two had pneumonia and one of 
these died. 

A further experiment was made upon 75 volunteers 
exposed to infection in hyperendemic areas near Kuala 
Lumpur. Those who received prophylactic doses of 
chloramphenicol remained well until the second week 
after discontinuation of the drug, but unprotected controls 
became febrile during the second or third week of 
exposure. Of the volunteers 57 ultimately became 
infected and were treated with chloramphenicol. ‘The 
first dose of 4 g. was given about 3 days after the fever 
began. All quickly became afebrile, but in 20 patients 
there was a relapse 5 to 15 days after the initial onset of 
the disease. Eight relapsed for a second, and three for a 
third time. It is suggested that the relapses occurred 
because the earlier initiation of treatment did not allow 
time for immune reactions to develop sufficiently to 
reinforce the chemotherapy. 

Eschars formed more frequently in Europeans than in 
Asiatics, and prophylactic treatment with chlor- 
amphenicol prevented eschar formation in all volunteers 
exposed to infection. 

With the doses given, levels of the drug, determined by 
inhibition of the growth of Shigella sonnei, reached a 
maximum of 21 to 49 yg. per ml. in blood. Concentra- 
tions in cerebrospinal fluid and milk reached about half 
of this level. 
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No evidence of toxicity or of sensitivity to the drug was 
demonstrated, even in volunteers who received 38 to 
46-3 g. of chloramphenicol over a period of 8 weeks. 
A beneficial action against scrub typhus was also shown 
by sodium para-aminobenzoate. An initial dose of 6 g. 
was given intravenously, followed by 11 g. orally during 
the first 4 hoiirs; 25 to 30 g. was then given daily for the 
next 4 days. Fever resolved by lysis and the patients 
became afebrile by the 12th day. L. G. Goodwin 


See also Section Pharmacology and Therapeutics, 
Abstract 1489. 
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1772. Scarlet Fever. Diaynostic Value of the Dick Test, 
White Blood Cell Counts, Throat Cultures and Desquama- 
tion 

R. M. BERNARDIN, M. A. FYALa, and A. C. LABocceTTa. 
American Journal of Diseases of Children {Amer. J. Dis. 
Child.] 78, 314-319, Sept., 1949. 4 refs. 


The authors carried out repeated Dick tests on 100 
patients, mainly children, with clear-cut clinical evidence 
of scarlet fever. Two intradermal injections of 0-1 ml. 
of toxin, one on each arm, were given (1) on the first or 
second day after onset of the rash; (2) on the 10th day of 
the disease; and (3) on the 20th day of the disease. To 
the first test only 59 patients gave a positive reaction, 
there being no appreciable difference between patients 
tested on the first and those tested on the second day of 
the exanthem. Of these 59 the reaction became 
negative in only 27 (45-7%) up to the 20th day of the 
disease. In 14 patients the Dick reaction became 
positive after being initially negative and in 6 of these 
patients it had become negative again by the 20th day— 
a sequence which neither an immunological nor an 
allergic hypothesis of the mechanism of the test can easily 
explain. 

In spite of these results the authors favour the orthodox 
explanation of the Dick test as a toxin-antitoxin reaction. 
In an additional group of 15 patients given therapeutic 
scarlet-fever streptococcus antitoxin on admission, 
no less than 14 gave a negative Dick reaction—a strong 
point in favour of the toxin-antitoxin mechanism. 
They consider that sensitization plays at the most a minor 
part in the reaction; therein they differ from Rantz et al. 
(New Engl. J. Med., 1946, 235, 39). Of other tests 
commonly used in the diagnosis of scarlet fever, 
such as the presence of leucocytosis or eosinophilia, 
the presence of haemolytic streptococci in the throat, 
and desquamation, it was concluded on the basis of 
this series that, while these may all be helpful, none is 
wholly reliable. The clinical signs were found to provide 
the most reliable basis for diagnosis. 

[Anomalies of the Dick test have a copious literature. 
It is well recognized that this test is not so reliable as is 
the Schick test for diphtheria, but most observers have 
noted in the first few days of scarlet fever a proportion of 
positive reactors higher than 59%. It is too much to 
expect the skin always to react positively when there is 
already a rash at the site injected, and it seems possible 


that a higher percentage of positive reactions might have 
been obtained if the initial tests had been performed 
immediately after the fading of the rash. This work 
does not imperil the orthodox conception of the toxin- 
antitoxin basis of the Dick test, but it does show that, in 
the first 2 days of scarlet fever, it is not a very reliable 
diagnostic measure.] H. Stanley Banks 


1773. Pencillin in the Treatment of Scarlet Fever, 
(Traitement pénicillinique de la scarlatine) 

E. Grasset, E. Novet, and E. EDLINGER. Revue 
d’Immunologie et de Thérapie Antimicrobienne [Rey. 
Immunol.| 13, 142-161, 1949. 23 refs. 


During an epidemic of scarlet fever occurring in Geneva 
in April, 1948, extensive investigations were carried out in 
all cases admitted to hospital, with the following results: 
(1) Haemolytic streptococci could be recovered from the 
throat in 53% of untreated cases of clinical scarlet fever 
(63% of persons under 16, 37% of persons over 16). 
(2) Of 52 strains of Streptococcus examined 50 wete 
penicillin-sensitive, being inhibited by 0-02 unit of 
penicillin per ml. One was sensitive to 0-2 unit of peni- 
cillin per ml. and one only was resistant to 2 units of 
penicillin per ml. (3) In 83% of patients treated with 
penicillin G, streptococci were no longer recoverable 
from the throat by the 7th day of illness; by the 10th day 
the throats of 96% were clear. Penicillin was admini- 
stered intramuscularly in aqueous solution in 4 injections 
of 50,000 to 100,000 units a day, or in oil and wax in 2 
injections of 200,000 units a day. (4) Strains of haemo- 
lytic streptococci recovered from those patients in whom 
they persisted for more than 10 days were not more 
penicillin-resistant than those found before treatment. 
(5) Most of the strains recovered were f-haemolytic 
streptococci of type A; some were of types C and G. 
Some strains of Strep. viridans, but no B-haemolytic 
strains of type H, were recovered. (6) The efficacy of 
treatment of scarlet fever with penicillin appeared to be 
independent of the type of streptococcus recovered from 
the throat. C. L. Oakley 


1774. Sixty-three Cases of Typhoid Fever Treated with 
* Chloromycetin ’’ (Chloramphenicol). (Su 63 casi di 
febbre tifoidea curati con cloromicetina) 

F. Conti, A. Cassano, and R. Monaco. Riforma 
Medica [Rif. med.] 63, 901-911, Sept. 24, 1949. 12 
figs., 12 refs. 


Twelve of the cases of typhoid fever described occurred 
sporadically in Catania, the other 51 cases were from a 
water-borne epidemic at Pozzallo (Ragusa) where 450 
cases had already been notified at the time. Of the series 
30 received “* chloromycetin ’ (chloramphenicol) alone; 
29 were given it after failure, or discontinuance for other 
reasons, of intravenous vaccine therapy; in 5 cases 
aureomycin had already been given and had caused 
vomiting and diarrhoea or had conferred no benefit. 

The initial loading dose of 50 mg. chloramphenicol 
per kg. was omitted in 18 cases, the later dose of 0-25 g. 
2-hourly being given; of these cases 2 relapsed, compared 
with 6 relapses in the other 45. Three patients were 
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cured with an aggregate dosage of only 12 g. each 
[ages are not stated]. There were 18 children under 12. 
No signs of intolerance were noted. There were 4 deaths 
in the series. One patient had a perforation of 3 days’ 
duration with persistent vomiting when chloramphenicol 
was started, there was no operation, and death super- 
vened on the 4th day. In another case perforation 
occurred 40 hours after starting chloramphenicol, 
an operation was performed, and death is attributed to a 
“transfusion accident’? 24 hours later. The other 2 
deaths were due to advanced myocardial degeneration 
rresent before treatment began. One patient, who had 
had 4 injections of vaccine, had a perforation on the 
17th day; chloramphenicol led to rapid localization of 
the peritonitis followed by cure without other treatment. 

The infecting organism was either Salmonella typhi 
or Salm. paratyphi A in this series. 

[The paper shows some inaccuracies. Thus in case 
No. 63, which was fatal, perforation is said to have 
occurred after 40 hours, and, in the adjacent column, 
after 4 days of chloramphenicol treatment. Unfor- 
tunately a tabulated summary of the cases, which is 
referred to in the text, does not seem to have been 
printed.] J. Cauchi 


1775. An Attempt at Treatment of Leprosy with the 
Thiosemicarbazone TB 1/698. (Ein Behandlungsversuch 
der Lepra mit dem Thiosemicarbazon TBI/698) 

K. HoHENNER. Medizinische Klinik (Med. Klinik] 44, 
1378-1381, Oct. 28, 1949. 1 fig., 5 refs. 


1776. The Sulphones in the Treatment of Leprosy in 
Guadaloupe. (Les sulfones dans le traitement de la 
lépre en Guadeloupe) 

J. Mauzé and J. LANGUILLON. Bulletin de la Société de 
Pathologie Exotique (Bull. Soc. Path. exot.| 42, 439-441, 
1949. 


1777. Treatment of Leprosy with Diaminodiphenyl- 
sulphone. (Traitement de la lépre par le diamino-di- 
phényl-sulfone) 
H. FLtocu and P. Destomses. Bulletin de la Société de 
Pathologie Exotique [Bull. Soc. Path. exot.] 42, 434-439, 
1949. 13 refs. 


1778. The Treatment of Pneumococcal Meningitis with 
Penicillin. A Study of 125 Consecutive Cases, with 73°, 
Recovery 

E. APPELBAUM, J. NELSON, and M. B. ALBIN. American 
Journal of the Medical Sciences {[Amer. J. med. Sci.] 218, 
260-264, Sept., 1949. 3 refs. 


Penicillin was used in the treatment of 125 cases of 
pneumococcal meningitis. In most cases the course of 
treatment included the administration of a sulphonamide, 
which was usually sulphadiazine. Each patient was given 
800,000 units of penicillin intramuscularly daily for 7 to 
10 days, and most of the patients received from 3 to 5 
injections by the intrathecal route, each injection consist- 
ing of 50,000 to 100,000 units. The dosage was halved 
for patients aged up to 4 years. A recovery rate of 
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73% was secured, although there were 19 deaths in a 
group of patients aged over 51 years. The treatment 
caused a prompt removal of pneumococci from the 
cerebrospinal fluid. Nevertheless, the return of the 
sugar content to normal was considered to be a better 
index of recovery than was the early disappearance of 
the organisms. Relapses occurred in 3 cases, but 
recovery ensued after a short course of penicillin had 
been given intrathecally. After intrathecal injections, 
there were 4 cases of Pseudomonas pyocyanea meningitis 
and 1 case of arachnoiditis and subarachnoid block. 
It is open to argument whether the injections were respon- 
sible for the brain damage which occurred in 4 infants 
and which caused manifestations such as hydrocephalus, 
mental impairment, and paralysis. In 4 patients irrita- 
tive reactions produced pyrexia, delirium, and convul- 
sions. When these symptoms subsided, however, 
intrathecal therapy, with a reduced dosage of penicillin, 
was administered successfully. A. Garland 


1779. The Action of Aureomycin, of Polymyxin B, and 
of Streptomycin in Experimental Murine Pertussis 

W. L. Braprorp and E. Day. Journal of Pediatrics 
[J. Pediat.] 35, 330-334, Sept., 1949. 1 fig., 14 refs. 


1780. Treatment of Shigella Enteritis with Oral Strepto- 
mycin. A Report of Thirty-four Cases 

S. Ross, F. G. Burke, E. C. Rice, H. Biscuorr, and J. A. 
WASHINGTON. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 141, 183-185, Sept. 17, 1949. 
3 refs. 


Streptomycin was given by mouth to 34 infants and 
children suffering from Shigella enteritis, 25 of whom 
were acutely ill and 9 of whom were carriers. The dose 
was 400 mg. every 4 hours; the drug was well tolerated 
and toxic reactions were not seen. In all cases the 
organisms promptly disappeared from the stools and 
there was a corresponding clinical improvement. Five. 
patients suffered a relapse or their stools were found to be: 


_re-infected when re-examined a month later. 


Christopher Hardwick. 


1781. Hyperimmune Human Serum in the Treatment of 
Whooping-cough.- (Le sérum d’>hommes hyperimmunisés 
dans le traitement de la coqueluche) 

R. Despre, A. TZANCK, F. HERZOG, and R. M. pu PAN. 
Revue d’Immunologie et de Thérapie Antimicrobienne 
[Rev. Immunol.] 13, 97-111, 1949. 3 figs., 33 refs. 


Human volunteers were immunized against whooping- 
cough by injections of Haemophilus pertussis vaccine 
(20,000 million organisms per ml.). For the first 
immunization each volunteer received 4 injections (1 ml., 
2 ml., 2 ml., 2 ml.) of vaccine at intervals of a week, anda 
fortnight after the last injection they were bled. A 
fortnight after the bleeding a further 2 ml. of vaccine was 
injected and the volunteer bled again a fortnight later. 
This procedure was continued until the titre of H. 
pertussis agglutinins in the serum fell below 1 in 280. 
All injections were made subcutaneously into the arm, 
and care was taken that no vaccine was injected before 
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the epidermis was pierced. Different sites were used for 
each injection. Reactions were mostly trifling—slight 
fever, local reddening and induration, and a palpable 
lump for about a week; a severe reaction occurred in one 
donor only. The sera so obtained were tested for their 


capacity to agglutinate H. pertussis (phase I) under — 


controlled conditions. 

It is claimed that the serum has a useful prophylactic 
effect in contacts and improves the prognosis in deve- 
loped cases by reducing the frequency of fits of coughing 
and vomiting. C. L. Oakley 


1782. Streptomycin Studies in Tularemia. I. The Effect 
of Streptothricin and Streptomycin on Bacterium tularense 
in vitro and in vivo (Mouse) 

S. S. CHAPMAN, C. M. Downs, L. L. Cortex, and S. F. 
Kowa. Journal of Infectious Diseases [J. infect. Dis.] 
85, 25-38, July—Aug., 1949. 8 figs., 28 refs. 


In these investigations at Camp Detriak, Frederick, 
Maryland, the highly virulent Schu strain of Pasteurella 
tularensis (Bacterium tularense) was used throughout. 
An initial suspension was made by emulsifying the 
growth of a 24-hour culture on glucose cysteine blood 
agar in physiological saline and diluting to match a 
fuller’s earth standard of 500. Such a suspension was 
found to contain 1 to 2 billion organisms per ml., and 
was further diluted as required. For in vitro tests of 
sensitivity 1 ml. of suspension was transferred into 9 ml. 
of liquid peptone medium and the antibiotic (dissolved 
in distilled water and Seitz filtered) was added. Growth 
was measured by turbidity readings after 8, 16, and 24 
hours’ incubation, at 37° C., and the bactericidal effect 
was tested by plate counts and mouse inoculation. 

Preliminary tests with streptothricin showed that an 
inoculum of 5 million bacteria per ml. failed to grow in 

_1 unit per ml. streptothricin and after 24 hours was 
completely sterilized. The same inoculum in 10 units 
per ml. was sterilized in 6 to 8 hours. With strepto- 
mycin it was found that 0-01 jg. per ml. sterilized an 
inoculum of 1 million organisms in 24 hours, but did not 
completely inhibit the growth of an inoculum of 10 
million organisms. Such an inoculum was, however, 
sterilized in 24 hours by 1 yg. per ml., and 100 million 
organisms were killed by from 1 to 10 ug. perml. Higher 
concentrations of streptomycin were shown to kill all 
organisms very quickly. Further quantitative tests 
showed that with an initial inoculum of 5 million 
organisms the lowest concentration of streptomycin 
causing partial inhibition of growth was 0-4 yg. per ml. 

In vivo studies in mice were started with streptothricin, 
but owing to the toxicity of this compound it was 
abandoned in favour of streptomycin. Five groups of 
25 mice each were given 15 to 20 MLD Past. tularensis 
intradermally; 4 of the groups were at the same time 
given a single injection of 50, 100, 200, and 500 yg. 
streptomycin respectively, the fifth group being left 
untreated. The results showed that 92% of those treated 
with 200 and 500 pg. streptomycin survived, whereas 
all the untreated animals died, and the smaller doses of 
streptomycin were relatively ineffective. When treat- 
ment was delayed until 48 hours after infection the 


minimum effective dose of streptomycin required to 
protect 90% of mice against 15 to 20 MLD was 200 yg. 
given every 3 hours for 10 days. This dosage was 
similarly effective if treatment was delayed until 72 hours 
after infection, but when it was delayed until 96 hours 
the survival rate was 46%. Treatment for shorter periods 
(60 to 72 hours) was equally effective if a dose of 1,000 
4g. was given every 3 hours, but such a dose sometimes 
caused death in non-infected drug controls. Of 75 strains 
of Past. tularensis isolated from dead or killed mice 4 to 


50 days after infection, during and after treatment, none’ 


showed any increase in resistance to streptomycin. The 
treated and recovered mice were not immune to infection 
by further injections of Past. tularensis. Mary Barber 


1783. Streptomycin Studies in Tularemia. II. Strepto- 
mycin Therapy in White Rats 

S. S. CHAPMAN, L. L. and S. F. Kowa t. 
Journal of Infectious Diseases [J. infect. Dis.] 85, 39-44, 
July—Aug., 1949. 8 refs. 


After the investigations in the previous paper (Abstract 
1782), the effect of streptomycin on tularaemia in rats 
was studied, as the natural resistance of this animal to 
tularaemia resembles that of man. Adult rats weighing 
approximately 200 g. were inoculated subcutaneously 
with 1,000 LD 50 Pasteurella tularensis (Bacterium 
tularense) Schu. In the first experiment 60 animals were 
infected; 20 of these were untreated; the remaining 40 
were all given 2,000 yg. streptomycin daily for 10 days, 
but in 20 of these treatment was started at once and in 
20 it was delayed for 24 hours. A further group of 20 
animals were given the drug only, The survival rate 
was 30% in the infected but untreated group, 90% in 
each of the 2 untreated groups, and 100% in the drug 
control group. On the 35th day the surviving animals 
were given a further similar injection of Past. tularensis. 
Unlike mice, the rats were almost completely immune, 
only 2 animals developing tularaemia. 

In a further experiment it was shown that if treatment 
was similar but delayed for more than 24 hours after 
infection it was much less effective. Thus when it was 
delayed for 36 hours the survival rate was 56%, and when 
it was delayed for 48 hours the rate was 25%. The 
surviving animals were further injected with Past. 
tularensis; only in 1 did tularaemia develop. Thus it 
seems clear that streptomycin does not interfere with the 
development of immunity. Mary Barber 


1784. Streptomycin Studies in Tularemia. III. Strepto- 
mycin Therapy in Monkeys 

S. S. CHAPMAN, L. L. CorreLt, and W. E. NELSON. 
Journal of Infectious Diseases [J. infect. Dis.] 85, 45-61, 
July—Aug., 1949. 15 figs., 12 refs. 


Twelve monkeys (Macaca mulatta, weighing 1-9 to 
2°5 kg. each) were used in this investigation. Ten were 
inoculated subcutaneously with 1 ml. of a suspension of 
Pasteurella tularensis (Bacterium tularense) Schu, contain- 
ing 217,000 organisms (equal to 10,000 to 100,000 MLD 
for monkeys of the same weight). Five of the 10 infected 
animals were left untreated and 5 were treated with 
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streptomycin, treatment beginning 48 hours after 
infection. The treated animals were given 1,250 yg. 
per kg. body weight every 3 hours; 3 were thus treated 
for 9 days, and 1 for 16 days, consecutively; the fifth 
had streptomycin for 9 days and then, after a recurrence 
of fever, for a further 7 days. The remaining two 
monkeys were given streptomycin only, one for 9 and one 
for 16 days. 

In the 5 untreated infected animals the disease ran a 
fulminating course ending in death 4 to 6 days after 
infection. Temperature was 104° to 106° F. (40° to 
41-1°C.) until 12 to 14 hours before death, when it 
became subnormal. Erythema, oedema, and haemor- 
rhage, followed in 4 cases by necrosis and ulceration, 
occurred at the site of injection, and the regional lymph 
nodes became enlarged. Multiple petechial haemor- 
rhages of face, shoulders, abdomen, and _hind-legs 
appeared in 4. Blood counts showed an initial neutro- 
phil leucocytosis followed by marked agranulocytosis. 
Blood culture became positive between the second and 
fourth days. Serum agglutinins were not detected. 

The 5 treated animals showed rapid signs of improve- 
ment when streptomycin treatment was started. The 
temperature settled, the local lesion healed, bacteriaemia 
disappeared, and serum agglutinins appeared. None of 
this group developed petechiae or leucopenia. All 
treated animals survived; in 2 treated only for 9 days 
fever recurred after streptomycin was stopped, but one of 
these made a spontaneous recovery and one recovered 
with a further course of streptomycin. 

No clinical signs of toxicity from the antibiotic were 
noted. The two control animals given streptomycin 
only were killed, and the only abnormal finding at 
necropsy was mild fatty infiltration of the liver cells and 
of the epithelial cells of the kidney tubules. 

Mary Barber 


1785. A New Haemorrhagic Ulcerative Disease and its 
Aetiology 

A. CASTELLANI. Journal of Tropical Medicine and 
Hygiene [J. trop. Med. Hyg.] 52, 204-210, Oct., 1949. 
10 figs., 2 refs. 


This paper records in detail observations on the 
clinical picture and bacteriology of 2 cases of a hitherto 
undescribed disease. The patients were seen late in the 
course of the disease. Bullae appeared, chiefly on the 
limbs, and were filled with a haemorrhagic fluid. These 
ruptured leaving an ulcer which, on healing, produced a 
raised keloid scar. A low-grade fever was present and 


one patient had bouts of abdominal pain which were 


followed by the passage of haemorrhagic stools. A well 
marked hypochromic anaemia was present, the leucocytes 
being normal in number and distribution. X-ray and 
pathological examinations gave negative results. Treat- 
ment with sulphonamides and penicillin had little effect. 
The first patient was not followed up; the second showed 
slow improvement over the course of a year. 

The same organism was isolated both from the ulcers 
and from the bullae in each case. It grew well on the 
usual laboratory media and its cultural characteristics 


are described. Acid, but not gas, was produced in 


glucose, laevulose, maltose, lactose, saccharose, xylose, 
and raffinose, followed in 4 to 6 days by alkalinity. 
Mice were readily killed by intraperitoneal injection of 
the freshly isolated organism. Injection into the skin of 
rabbits, guinea-pigs, and monkeys resulted in lesions 
which resembled those seen in man—especially in the 
case of monkeys. The organism was rod-shaped, 1-5 to 
3-5 yw (or more) in length, non-sporogenous, actively 
motile, and easily stained. It was Gram-negative and 
not acid-fast. It showed some features akin to those of 
Malleomyces pseudomallei, and also to those of the genus 
Pseudomonas. The author proposes the name Bacterium 
haemorrulcogenes. W. H. Horner Andrews 


1786. Clinical Significance of Bacteroides 

P. M. BEIGELMAN and L. A. RANTZ. Archives of Internal 
Medicine [Arch. intern. Med.| 84, 605-631, Oct., 1949. 
5 figs., 41 refs. 


Bacilli of the genus Bacteroides were isolated from 47 
patients treated in the Stanford University Hospital 
between 1940 and 1948. In 12 cases the organism was 
recovered from superficial lesions and in a further 8 it 
was localized in the female genital tract. Other condi- 
tions in which Bacteroides were isolated were bac- 
teriaemia (2), meningitis (1), thyroiditis (1), abdominal 
akscess (3), osteomyelitis (1), lung conditions (5), 
chronic otitis media (1), sinusitis (1), urinary infection 
(4), and uterine sepsis (7). In 13 cases Bacteroides were 
isolated in pure culture; the severity of disease caused by 
the organism varied considerably, but anaerobic strepto- 
cocci were associated in a significant number of others. 
Clinical and laboratory observations showed that the 
value of modern chemotherapeutic agents such as the 
sulphonamides, penicillin, and streptomycin is doubtful 
in these cases. W. G. Harding 
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1787. Tuberculous Infection from Dogs 
S. Urwitz. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.| 23, 211-219, 1949. 2 refs. 


The author describes the occurrence, in Spring, 1948, 
of a small epidemic of tuberculosis among families of men 
of the Swedish Royal First Lifeguard, stationed in Stock- 
holm, which seems to give support to the idea that 
tuberculosis may be transferred from human beings to 
dogs and vice versa. 

Conditions of regimental life within a relatively iso- 
lated community made it comparatively easy to trace the 
contacts of the 5 infected persons, but although the whole 
regimental staff of about 2,000 persons was examined by 
x-ray screening, no case of infectious tuberculosis was 
found. In August, 1947, however, an apparently healthy 
dog had been given to the regiment and entrusted to the 
care of one of the senior quartermaster-sergeants. It 
slept in a kennel, but spent most of the time with the 
quartermaster’s family, playing with the children. It . 
was later discovered that in July, 1947, the dog had been 
in frequent contact with a man whose sputum had been 
consistently positive for tubercle bacilli for the previous 
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year. In March, 1948, the dog became unwell and began 
to lose weight, and by April he was obviously ill and was 
destroyed at the Stockholm Veterinary College. Post- 
mortem examination showed tuberculous infection of the 
hilar lymph nodes with a human type of bacillus. The 
condition of the nodes was consistent with contraction 
of the infection in July, 1947. During May and June, 
1948, active pulmonary tuberculosis was discovered in 
2 children of the family (A) of the dog’s master, in the 
mother and only child of the family (K) who shared a 
two-storey cottage with family A, and in a play-fellow of 
the children A. Three of the children had been shown by 
tuberculin-testing and/or x-ray screening to be free of 
tuberculous infection within the previous 6 months. 
All their school-fellows and the teaching staff of their 
school had been screened a month before the children 
fell ill, and were tuberculin-tested 3 to 4 months after 
discovery of the infection: no other cases were discovered. 
The author mentions that post-mortem examinations 
on dogs at the Veterinary College during the past 10 
years showed that 52 out of 3,673 had suffered from 
tuberculosis. He concludes that in view of the failure 
to trace the source of infection in a considerable propor- 
tion of cases of childhood tuberculosis, the ‘possibility 
that the infection may be transmitted by dogs should be 
considered very seriously. J. M. Alexander 


1788. Tuberculin Patch Test. Further Study of 
Modifications of the Normal Procedure 

J. SCHWARTZMAN and M. Cerone. Journal of Pediatrics 
[J. Pediat.] 35, 185-188, Aug., 1949. 2 refs. 


Fourteen modifications of the tuberculin patch test 
were studied. It was found that the efficiency of the test 
decreased with the age of the patch. Removal of the 
patch after 24 hours reduced the accuracy of the test. 
The reaction was increased by leaving the patch on for 4 
days. Pyrexia had no effect on the result. Repeated 
tests on non-tuberculous infants failed to stimulate 
sensitivity. R. S. Illingworth 


1789. Tuberculous Aortitis in Relation to Haematogenous 
Tuberculosis. (Die Aortentuberkulose im Rahmen der 
hamatogenen Organtuberkulose) 

A. IKLE. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.| 12, 231-252, 
1949. 11 figs., bibliography. 


Chiari classified aortic tuberculosis in 1901 into three 
groups: (a) direct involvement by mediastinal lesions; 
(6) intimal lesions, with infection from the lumen; and 
(c) medial lesions, acquired via the vasa vasorum. All 
of these are rare. 

In view of the frequency of mediastinal lesions the 
rarity of lesions of the first group is surprising. Inci- 
dental involvement by large abscesses, empyemata, or 
pericarditis sometimes occurs. After Weigert had 
demonstrated that miliary tuberculosis might arise by 
rupture of a caseous lymph node into a vein, a crop of 
cases of similar involvement of the aorta were reported, 
but it is arguable in many of these cases that the lesion 
began in the aortic wall and involved local lymph nodes 
secondarily. 


A fair number of cases of primarily intimal tuberculosis 
have been reported. The case reported in this paper was 
in a man of 67, admitted with miliary tuberculosis which 
was rapidly fatal. Necropsy revealed old apical lesions, 
recent caseous foci in brain, vertebrae, one adrenal, and 
caecum, miliary tuberculosis, and a bean-sized tuber- 
culoma of the arch of the aorta, confined to the intima. 

Medial lesions are much rarer, with only four definite 
cases in the literature. The case reported in this paper 
was in a woman of 48, who had had repeated bony tuber- 
culous lesions during 30 years. Necropsy revealed, in 
addition to these skeletal lesions, miliary tuberculosis, 
genital and adrenal tuberculosis, and a small caseous 
lesion of the media of the ascending aorta which had 
recently ruptured into the lumen.. 

It is pointed out that in both these cases the miliary 
tuberculosis present might have been derived as well 
from the numerous active caseous lesions present as from 
the aorta. Tuberculous aortitis in fact is not only rare 
but unimportant, for it does not usually affect the course 
of the generalized infection in which it is an incident. 

Bernard Lennox 


1790. Diagnosis and Treatment of Bronchial Tuberculosis. 
(Ein Beitrag zur Kenntnis und Therapie der Bronchus- 
tuberkulose) 

H. K. v. RECHENBERG and A. LABHART. Schweizerische 
Zeitschrift fiir Tuberkulose [|Schweiz. Z. Tuberk.] 6, 
29-51, 1949. 11 figs., bibliography. 


In 16 of 20 cases of bronchial tuberculosis the authors 
were able to confirm the radiological diagnosis by 
bronchoscopy. In most of the patients radiography 
revealed that the lesions had started in the course of 
pulmonary tuberculosis; fine and coarse infiltrations 
were seen near the hilum. The authors distinguish 
between primary bronchial tuberculosis and bronchial 
tuberculosis due to drainage. Bronchoscopic examina- 
tion showed either a stenosis of the lumen or ulcerative- 
granulomatous changes. The opinion is expressed that 
pneumothorax treatment is contraindicated in cases of 
primary bronchial tuberculosis, but justified in tuber- 
culosis of a draining bronchus together with progressive 
lesions in the lung tissue. Franz Heimann 


1791. The Management of Mass Radiography Suspects. 
A Two-year Follow-up 

J. Aspin. Tubercle (Tubercle, Lond.] 30, 170-177, 
Aug., 1949. 3 figs., 3 refs. 


This is a most valuable analysis of the gains of random 
mass miniature radiography (M.M.R.). The author 
reviewed 526 full-size skiagrams showing post-primary 
tuberculosis out of about 34,000 Leeds volunteers. Of 
the smaller group 233 findings were discarded as insignifi- 
cant, though in 24 of these, lesions were extensive (in 4 
of these the condition progressed later); 293 cases 
referred to the clinic for observation were divided into 2 
groups, those with minimal lesions (232) and those with 
advanced (44 moderately and 17 far advanced). 
Amongst the 526 patients with radiographic changes 441 
had minimal lesions, radiologically classified as “* calci- 
fying ’’ (50% of this group), “ soft and calcifying ’’ (25%), 
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and “ patchy or mottled’ (25%). Though “ the very 
numerous calcifying lesions must represent the residues 
of once more extensive soft lesions . . . they have 
retrogressed without ever having given rise to recognized 
illness ”’. 

Analysis of 206 cases of “‘ minimal lesions ” followed 
up for 2 to 4 years showed that of 85 purely calcifying 
lesions only 1 spread and 7 -healed, of 55 soft and 
calcified lesions 11 spread and 12 healed, and of 66 
patchy or mottled lesions 21 spread and 19 healed. The 
rest remained unchanged. Spread in half the cases 
occurred within 1 year. Though on radiological grounds 
groups in which spread is more likely can be selected, no 
individual forecast can be made. Apart from radio- 
logical progression, changing symptoms and _ signs, 
toxaemia, and positive sputum led to classification of the 
subject as a sufferer from tuberculosis in need of treat- 
ment. In those suspected on radiological grounds of 
tuberculosis but with no symptoms, no signs, no history, 
and no sputum radiological signs of progression, stability, 
or regression must decide the issue. Of these suspects 
29 were eventually classified as suffering from tuber- 
culosis, 14 after a period of apparent stability. ‘“‘ How- 
ever completely suspects are investigated, delayed spread 
cannot be avoided’ unless every suspect is taken off 
work—an impossible proposition. 

Thus, of 34,000 volunteers radiographed within one 
year 90 suffering from tuberculosis were discovered. 
Of these, 51 unsuspected cases with positive sputum and 
their family contacts were helped most, 31 with negative 
sputum being also helped to a lesser degree. A rough 
estimate of the total expenditure (1944-6) “‘ suggests that 
it costs about two shillings to x-ray each volunteer and 
about £60 to find each sufferer. Present-day costs will 
be appreciably higher.’ “If one potential sufferer is 
overlooked, more than 300 have been x-rayed in vain ”’. 

[The abstracter has repeatedly suggested that random 
miniature radiography of apparently healthy people is 
wasteful and purposeless, and that the radiographers 
should concentrate on the suspected and the endangered 
section of the population. (Publ. Hith., Lond., 1944, 
58, 7: Lancet, 1947, 2,955.) See also Memorandum of 
the National Association for the Prevention of Tuberculosis 
Council, February, 1949.] E. G. W. Hoffstaedt 


1792. On Labeling Tubercle Bacteria with Radioactive 
Phosphorus. Preliminary Report. [In English] 

L. Strom ana L. RuppAck. Acta Tuberculosea Scandi- 
navica [Acta tuberc. scand.] Suppl. 21, 98-101, 1949. 
2 refs. - 


Tubercle bacilli were grown for 5 to 10 days in Dubos 
medium containing radioactive phosphorus. They 
were then. washed repeatedly in sterile saline and injected 
into the right thigh of guinea-pigs. The animals were 
killed at intervals varying from 4 to 168 hours after 
injection, and the amount of radioactivity present in 
the different ofgans was registered by a Geiger—Miiller 
counter. By far the greatest radioactivity was found 
in regional and intraperitoneal lymph nodes and in bone 
marrow, the values exceeding those for the lung, spleen, 
kidney, and liver by as much as 60 times at comparable 


time intervals. The authors believe that the amount of 
radioactivity reflected the degree of infection of the 
various tissues with bacteria to which phosphorus was 
bound, but they admit the possibility that a certain 
amount of radioactivity may have been due to phosphorus 
which had become detached from the bacterial cells. 

G. B. Forbes 


1793. Domiciliary Collapse Treatment 
R. Tubercle [Tubercle, Lond.| 30, 204-209, 
Sept. 1949. 7 refs. 


To many who have been accustomed to the meticulous 
care and supervision of patients that is exercised in the 
early stages of treatment by any form of collapse therapy 
in a well-run sanatorium, the idea of inducing a pneumo- 
peritoneum or an artificial pneumothorax under domi- 
ciliary conditions still causes an uncomfortable feeling of 
doubt and uncertainty. But it must be recognized that 
good results are being obtained by adopting such 
methods. This article deals with 200 consecutive induc- 
tions, 150 of pneumoperitoneum and 50 of artificial 
pneumothorax, performed since 1945, with a follow-up 
period of 32 and 23 months respectively. Of the 150 
patients in whom pneumoperitoneum was induced 113 
also underwent phrenic crush, and of the 33 patients in 
whom pneumothorax induction was successful 25 were 
admitted to hospital for an average period of 5 weeks for 
adhesion section. 

The results of treatment are summarized and appear to 
be very satisfactory [although it would have been helpful 
if the author had defined exactly his meaning of the term 
“arrested ’]. The great saving of hospital beds is 
emphasized but it is not possible from the data available 
to compare the value of such domiciliary treatment with 
that of institutional treatment, or even of general treat- 
ment at home without collapse therapy but with the same 
amount of general care and attention. The article shows 
however, that in the series under consideration remark- 
ably good results were obtained and very few complica- 
tions arose. This was no doubt due in a large measure to 
following carefully the excellent precepts laid down for 
the selection of cases for this form of treatment, namely, 
adequate provision for home care, reliable transport to 
convey patients to the chest clinic when required, the 
possibility of obtaining the chest physician’s help at any 
time in emergencies, and adequate facilities for adhesion 
section. Such conditions are not always obtainable, but 
when they are, domiciliary special treatment should 
always be contemplated if an institutional bed is not 
obtainable. Frederick Heaf 


1794. The Pathogenesis of Epituberculosis in Children, 
with a Note on Obstructive Emphysema 

J. H. Hutcuison. Glasgow Medical Journal [Glasg. med. 
J.) 30, 271-282, Aug., 1949. 8 figs., 41 refs. 


[The condition called “* epituberculosis ” has caused so 
much controversy in the past that this study of 91 cases is 
very welcome, particularly as it throws additional light 
on the pathogenesis of the lesion.] 

The literature of the subject is briefly reviewed and 
details are given of the examination of the clinical 
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material by radiography, bronchography, and broncho- 
scopy. Two of the cases are described in detail and the 
article is well illustrated by coloured diagrams of some 
of the bronchoscopic findings. There is also a report 
on 7 cases of obstructive emphysema, 6 of which occurred 
among the 91 cases of epituberculosis. The observations 
support the view that epituberculosis is an absorption 
collapse brought about by bronchial occlusion. Where 
this was caused by compression or kinking of a bronchus 
by tuberculous lymph nodes, the bronchial wall remaining 
more or less intact, it seemed likely that uncomplicated 
absorption collapse alone explained the radiographic 
findings, but where erosion of the bronchial wall had 
taken place and the bronchial lumen contained tuber- 
culous tissue, the atelectatic lung may have been involved 
also in a low-grade tuberculous inflammation. 

It was possible to demonstrate bronchial obstruction 
in 38 of the 40 patients subjected to bronchoscopy; in 8 
cases tubercle bacilli were obtained directly from the 

_ bronchial tree and in 7 of these 8 cases typical tuber- 
culous tissue was removed through the bronchoscope. 
[The ages of the patients are not given but from these 
findings it may be concluded that resistance to tuberculous 
infection was high in these children.] 

The short account of obstructive emphysema is 
instructive in that it confirms that the condition is a 
localized vesicular emphysema occurring behind the 
narrowed bronchial lumen and caused by a “ check- 
valve ’’ mechanism which is not necessarily tuberculous 
in origin. The possible development of bronchiectasis 
in cases of epituberculosis is mentioned and a case is 
quoted which confirms the view that “ uninfected 
bronchiectasis is an anatomical change consequent upon 
disordered physiology, and that the process is reversible; 
whereas the classical infected bronchiectasis is probably 
an irreversible pathological state ’’. Frederick Heaf 


1795. Tuberculosis in Nurses. Clinical Observations on 
its Pathogenesis as seen in a Fifteen Year Follow-up of 
745 Nurses 

T. L. BADGER and L. F. AYVAZIAN. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 60, 305-327, Sept., 
1949. 2 figs., 23 refs. 


The main interest of this study lies in the long duration 
of the follow-up observations. The study was carried out 
on a group of 745 nurses who had been originally admitted 
as students to training school at the Boston City Hospital. 
In this hospital cases of tuberculosis were scattered 
throughout the medical wards. No nurse was included 
in the study unless she had been under observation for 
over 5 or under 15 years. 

Of the nurses 362, or 48-6%, were tuberculin-negative 
on entry; in 285 the reaction became positive; of these 
38 (13-6%) developed tuberculosis. On entry 374 were 
tuberculin-positive; 31 of these (8-3%) developed 
tuberculosis. Of the 40 cases developing in nurses 
tuberculin-negative on entry 2 arose after training, 
33 (82-5%) arose in the first 2 years after conversion of the 
reaction, 3 (7-5%) in the next three years, 3 (7-5%) in the 
following 5 years, and 2 (5%) between 11 and 15 years 
after conversion of the reaction. Of the 31 cases 


/ 


developing in nurses tuberculin-positive on entry, 10 
(32%) arose in the first 2 years, 12 (39%) in the next 
3 years, 9 (29%) in the following 5 years, and none 
subsequently. The authors confirm the finding of many 
other workers that the pulmonary lesions developing in 
initially tuberculin-negative and tuberculin-positive per- 
sons are clinically and radiologically similar. They 
conclude that “ most, if not all, of the disease in this 
group was primary, first infection tuberculosis, whether 
it appeared in the initial reactor or non-reactor to tuber- 
culin’’. [The argument leading to this conclusion is 
obscure.] M. Daniels 


1796. Tuberculosis in Coloured Races. I. Pathological 
Observations on Tuberculosis of Indonesians in Batavia in 
1946. II. The Types of Tuberculosis in Coloured Races 
and in Special Circumstances. III. The Rate of Infection 
and Reinfection in Tuberculosis. [In English] 

M. Straus. Documenta Neerlandica et Indonesica de 
‘Morbis Tropicis [Docum. neer. indon. morb. trop.] 1, 
117-130, 225-233, 347-361, June, Sept., and Dec., 1949. 
21 figs., 31 refs. 


The first of these three papers treats of pulmonary 
tuberculosis among Indonesians in Batavia purely from 
the pathological aspect and almost solely from that of 
pathological anatomy. It is based on the very slender 
foundation of the post-mortem examination of 63 
Indonesian patients, mostly tramps who had “ often 
travelled from other parts of the country in a last effort to 
gain a living in the ‘ metropolis’. Many of them only 
came to the hospital to die’’. The author divides cases 
of primary infection, according to the pathological 
findings, into three types: (1) Primary tuberculosis of 
the childhood type with involvement of the lymph nodes. 
(2) Primary tuberculosis with greatest activity in the 
lungs—an acinous pneumonia with subsequent caseation 
and breaking down of the lymph nodes which may end 
in rupture into a bronchus and a florid phthisis, or into a 
blood vessel with dissemination and generalized miliary 
disease. There is no need in such cases to bring in the 
question of a hypothetical re-infection. (3) In those 
cases in which, as is more common in adolescent and 
adult life, there is primary apical infection of a lobe, 
cavitation occurs earlier, the adenitis will correspond 
with the focal area, and pleurisy is a fairly common 
complication. In the author’s series, the instances of 
primary disease constituted by far the majority. Thus, 
out of 63 cases, there were 7 in which the primary complex 
was limited or healed, in 14 there were complications, 
in 11 lesions of the childhood type of primary tuber- 
culosis, and in 18 primary disease with cavitation; in 13 
only was there clear evidence of re-infection, in 4 pul- 
monary and in 9 limited or disseminating. [Neither in 
the text nor in his bibliography does the author refer to 
the much more extensive and detailed work on 300 
necropsies on tuberculous subjects in China, published 
as a M.R.C. Special Report, No. 149, in 1940.] 

In the second paper the author discusses differences in 
type of the disease between coloured white races. Except 
in the Chinese, fibrous reaction in coloured races is rare, 
since acute dissemination is a common precursor of 
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death. Among Indonesian sufferers from tuberculosis 
after the recent war, calcification in the primary site was 
rare and this was particularly noticeable when compared 
with pre-war findings. In Batavia in 1935, 67% of 
primary tuberculous foci showed calcification or caseo- 
calcification and 35% did not, whereas in 1946 the corre- 
sponding figures were 20% and 80% respectively. This 
change, and a tendency of the disease in recent years to 
run a more acute course, are ascribed, in part at least, to 
the patients’ cachetic state, dietetic deficiency, and 
defective calcium metabolism. ; 

In the third paper the question of infection and re- 
infection rates is considered. The acute course which 
tuberculosis often takes among coloured races is ascribed 
by many to failure of immunization in childhood and 
the hypothesis of “ virgin soil”. The author is of the 
opinion that it is far more reasonably ascribable to 


massive infection in an unhygienic environment. He 


assumes that of every 10 children born, one is infected 
each successive year, so that of 1,000 uninfected at 
birth more than one-half are infected by the time they are 
7 years old. The infection rate is easily determined from 
the rate of conversion of the reaction to the Mantoux 
tuberculin test from negative to positive; the von 
Pirquet test is less sensitive. The rates quoted for 1935-6 
demonstrate clearly the higher infection rate among the 
Chinese children. For 5,425 tests (Mantoux 1 in 1,000) 
carried out among second-class Indonesian schools in 
Batavia, the percentage of positive reactions was: 
age 5 to 7 years, 40%; 8 to 9 years, 45%; 10 to 14 years, 
52%; and 15 to 16 years, 62%. For 1,594 tests carried 
out in Dutch-Indonesian schools in Batavia the figures 
were: 5 to 7 years, 26%; 8 to 9 years, 29%; 10 to 14 
years, 47%; 15 to 16 years, 67%. Among 1,541 children 
tested in private Chinese schools, however, the frequency 
of positive reactions at the earlier ages was about the 
same as in the secondary Indonesian school-children 
(at 5 to 7 years, 41%; at 8 to 9 years, 47%), but at ages 
above these there were marked differences—at 10 to 14 
years, 66%, and at 15 to 16 years, 84%. The possibility 
of contact with a tuberculous teacher is mentioned but is 
dismissed because “‘ his influence would necessarily show 
in the younger children as well ’’ [but this hardly follows 
unless the same teacher taught the younger and older 
scholars]. One of the chief aims in prevention must be 
abolition of intrafamilial sources of infection—a matter 
very difficult to bring about. Other measures must 
include provision of better living conditions both at 
home and in industry—housing, food, and sanitation 
generally [the use of BCG is not referred to]. 
H. Harold Scott 


1797. Chronic Tuberculous Pyothorax and its Treatment. 
(Les vieux pyothorax tuberculeux et leurs traitements) 
A. BeRNou, R. Goyer, L. MARECAUX, and J. TRICOIRE. 
Presse Médicale [Pr. méd.] 57, 858-861, Sept. 28, 1949. 
4 figs., 10 refs. 


If cases of pyothorax are left untreated they all too 
frequently end in lardaceous disease and death. The 
various methods of surgical treatment are discussed from 
simple puncture and aspiration, lavage, and artificial 


pneumothorax refills to thoracoplasty. A brief descrip- 
tion is given of 248 patients with pyothorax sent to the 
authors for surgical treatment. Of these 70 were cured 
by thoracoplasty with or without aspiration. Most of 
these cases were fairly recent, only a small number of 
patients having had the condition for periods ranging 
from 2 to 20 years. Of the remaining 178, the operation 
of pleurectomy with or without preliminary thoracoplasty 
was performed in 110, with successful results in 60% of 
cases. The operative technique is not described, but the - 
authors stress the importance of always treating with 
galvano-cautery or diathermy coagulation the tubercu- 
lous lesions of the visceral pleura and the subjacent lung. 
S. Roodhouse Gloyne 


1798. Statistical Investigations of the Relationship of 
Tuberculosis Morbidity and Mortality to Infection. [In 
English] 

S. N. Meyer. Acta Tuberculosea Scandinavica [Acta 
tuberc. scand.| Suppl. 18, 5-222, 1949. Bibliography. 


1799. On Treatment of Tuberculous Cavities by Extra- 
pleural Pneumothorax and Thoracoplasty. [In English] 
M. Seip. Acta Tuberculosea Scandinavica [Acta tuberc. 
scand.| Suppl. 19, 9-124, 1949. 33 figs., 23 refs. 


1800. Chemotherapy of Tuberculosis, with Exclusion of 
Antibiotics. (Die Chemotherapie der Tuberkulose unter 
Ausschluss der Antibiotica) 

G. DomMaGK. Schweizerische Zeitschrift fiir Pathologie 
und Bakteriologie [Schweiz. Z. Path. Bakt.] 12, 575-596, 
1949. Bibliography. 


1801. Remarks on the Obstetrical Management of the 
Pregnant Tuberculous Patient 

W. C. ARMSTRONG. Edinburgh Medical Journal [Edinb. 
med, J.) 56, 612-614, Dec., 1949. 


1802. Puncture-Biopsy of the Liver in Miliary Tuber- 
culosis. (La ponction biopsie du foie dans les tuber- 
culoses miliaires) 

M. JANBON, P. CAZAL, and L. BERTRAND. Presse 
Médicale [Pr. méd.| 57, 854-856, Sept. 28, 1949. 10 figs. 


The use of liver puncture and histological study of the . 
tissue in cases in which radiography reveals miliary 
shadows in the lung is advocated to demonstrate the 
tuberculous nature of the case when gastric lavage and 
other methods of diagnosis have failed. The technique 
is also useful in determining the presence of a haemato- 
genous miliary spread in non-pulmonary tuberculosis, 
and in assessing the value of streptomycin treatment in 
acute miliary tuberculosis. The following types of lesion 
found by liver puncture are recognized, photomicro- 
graphs being reproduced to illustrate them. These are: 
(1) typical follicular tubercles found in the hepatic 
lobules, often in the periphery; (2) inflammatory nodules 
consisting of lymphocytes, histiocytes, plasma cells, and 
epithelioid cells, but no typical giant cells; these lesions 
are probably early stages of the follicular type; (3) 
degenerative lesions of the hepatic parenchyma (some- 
times with anisokaryosis and fatty degeneration). 

S. Roodhouse Gloyne 
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1803. Streptomycin Treatment of Miliary Tuberculosis of 
the Lungs. (La tuberculose miliaire des poumons et son 
traitement par la streptomycine) 

E. BERNARD, B. Kreis, A. Lotte, P. Y. PALEY, and G. 
MANTOUX. Semaine des Hépitaux de Paris |Sem. Hop. 
Paris] 25, 2087-2094, July 2, 1949. 10 figs., 30 refs. 


The results of treatment with streptomycin of 114 
patients, all but 3 being adults, suffering from miliary 
tuberculosis are reported. The minimum observation 
period was one year from starting treatment. Seventeen 
of the 114 patients were afebrile on admission. Bacterio- 
logical confirmation of the diagnosis was obtained in 
101 cases—from the sputum in 74 out of 99 cases with 
sputum (in 58 on direct examination) and from the urine 
in 39 cases. X-ray examination of the lungs showed 
in many cases coalescence of the fine nodules, giving a 
coarser appearance to the lesions; ** more characteristic 
than the small size of the miliary foci is their multiplicity 
and diffusion’. Many had associated tuberculous 
lesions—of bones or joints in 8 cases, urogenital tract in 
14 cases, and larynx and pharynx in 29 cases. Seven 
patients had had a recent operation for a tuberculosis 
lesion, while 9 of the 63 women gave a history of recent 
confinement or abortion, or were pregnant. 

The dose of streptomycin given was 1-5 g. daily for 
about 3 months, A fall in temperature was observed in 
55 cases during treatment. Radiological improvement 
began towards the end of the 2nd month and was com- 
plete in 75% of cases at the end of 4 months. Of 74 
cases in which there were positive bacteriological findings 
at the start of treatment, the findings were negative at the 
end of the course in 52. In 24 cases there was, before 
starting treatment, evidence of tuberculous meningitis, 
revealed in most cases by systematic lumbar puncture; 
in 13 cases meningitis developed between 2 weeks and 3 
months after the start of treatment, and in 7 cases between 
8 days and 3 months after stopping treatment. Of the 
total of 44 patients with meningitis 37 died. Of the 
70 patients who did not develop meningitis at any time 
12 died; 5 of these deaths occurred within a few days of 
* admission; 3 were in patients who developed gross cervi- 
cal lymphadenitis. 

[It is not possible, from the figures given, to see what 
was the mortality among patients with no evidence of 
meningitis before treatment started. Nor is it possible 
to see how the figures given in this report are related to 
those given by the authors in their previous report on 
tuberculous meningitis (see Abstract 1811), whether, when 
miliary infection and meningitis occurred together, the 
same cases are covered in both reports, or, if not, how 
they were selected for one or the other.] M. Daniels 


1804. Streptomycin in Tuberculosis : 
E. H. Rusin, M. M. G. C. Lerner, L. 
ADELSBERGER, and H. M. ZIMMERMAN. Diseases of 
the Chest {Dis. Chest] 16, 304-328, Sept., 1949. 8 figs., 
6 refs. 

In comparison with results obtained in 31 cases 
treated with non-crystalline streptomycin, the authors 
evaluate the effects of crystalline streptomycin in 44 
cases of advanced pulmonary tuberculosis. No demon- 


strable differences could be detected between the 
immediate therapeutic effects in the two groups. The 
groups of patients in which the comparison was attempted 
were not treated simultaneously. Furthermore, the 
patients treated with crystalline streptomycin had, by 
and large, more advanced tuberculosis, often associated 
with serious complications. Crystalline streptomycin 
appeared to cause less pain at the site of injection and 
was less often associated with febrile reactions than the 
non-crystalline forms. M. Daniels 


1805. Local Treatment of Tuberculous Adenitis with 
Streptomycin. (Tratamiento local de la adenitis tuber- 
culosa con estreptomicina) 

L. S. Gruntint and B. A. BIONDINI. Revista de la 
Asociacién Médica Argentina [Rev. Asoc. méd. argent.] 
63, 379-381, Aug. 15-30, 1949. 


The authors had under their care a patient with tuber- 
culous abscesses and tuberculous meningitis. Strepto- 
mycin was administered (210 g.) with resulting cure 
of both conditions. Nine months later the patient 
had a submental lymph-node swelling, which enlarged 


‘and softened. The lymph node was punctured and 


streptomycin injected after withdrawal of the pus, which 
was found to contain Mycobacterium tuberculosis; the 
lesion finally healed completely. 

In 7 other cases of tuberculous adenitis, the following 
plan has been adopted. After puncture of the lymph 
nodes streptomycin 0-25 to 0-5 g., diluted in 1 to 3 ml. 
of physiological saline according to the size of the 
swelling, is injected. If the lesion has broken down the 
contents are withdrawn before the streptomycin is 
injected. This is usually done each week. 

Of the 8 patients treated 7 were cured and in the eighth 
the condition greatly improved. H. Harold Scott 


1806. Tuberculin Allergy and the Sedimentation Rate of 
Red Cells in Human Tuberculosis Treated with Strepto- 
mycin. [In English] 

F. Zint. Acta Medica Scandinavica [Acta med. scand.] 
133, 145-148, 1949. 2 figs., 10 refs. 


Mantoux tests were carried out on 27 patients with 
tuberculosis; the reaction, at a dilution of 1 in 1,000, 
was negative in 7 cases. After treatment with strepto- 
mycin most patients showed an increased allergy to 
tuberculin. Of the 7 patients with a previous negative 
reaction, 5 reacted intensely, but 2 remained hypo-ergic. 
The erythrocyte sedimentation rate decreased in all cases 
except one with streptomycin treatment. E. Neumark 


1807. Tuberculosis of the Upper Respiratory—Digestive 
Passages and Streptomycin. (Tuberculose des voies 
aéro-digestives supérieures et streptomycine) 

P. Guns. Revue de Laryngologie, Rhinologie, Otologie 
[Rev. Laryng., Paris] 70, 305-324, July—Aug., 1949. 
29 refs. 

It is known that the tubercle bacillus shows a marked 
affinity for lymphoid tissue. It is not surprising that the 
pharyngo-laryngeal area, rich in lymphoid tissue, shows 
a definite susceptibility to infection. The author notes 
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that the various forms of tuberculosis encountered in this 
area are infiltrative, ulcerative, and miliary, and that 
they are rarely primary in origin. The incidence of 
laryngeal tuberculosis has diminished during the last 
25 years and all cases are not fatal. The involvement, 
however, of the aero-digestive”’ area aggravates the 
condition. Treatment by streptomycin has had a 
beneficial effect on the progress of pharyngo-laryngeal 
tuberculosis. Whereas before most cases ended fatally, 
improvement and at times cure are now obtained. 
The disappearance of symptoms allows these patients to 
obtain more nourishment; consequently, the cachexia 
which was mainly responsible for their death can be 
combated. The author notes that vestibular lesions 
after streptomycin therapy are rare in cases treated by 
intramuscular injection. They are, however, quite 
frequent in cases of tuberculous meningitis treated by 
intrathecal injection. E. D. Dalziel Dickson 


1808. The Study of Streptomycin Sensitivity in the 
Tubercle Bacillus by Means of Slide Cultures in the Blood 
of Patients under Treatment. (La sensibilité 4 la strepto- 
mycine du bacille tuberculeux, étudiée par la micro- 
culture sur lames dans le sang des malades en traitement) 
E. BERNARD and B. Kreis. Revue de la Tuberculose 
[Rev. Tuberc., Paris] 13, 737-745, 1949. 


1809. Transplacental Congenital Tuberculosis with 
Meningitis Cured by Streptomycin. (Tuberculoge con- 
génitale transplacentaire avec méningite guérie par la 
streptomycine) 

E. LesNeE, —. CAayLa, —. RocHE, and —. ALLARD. 


Semaine des Hépitaux de Paris |Sem. Hop. Paris] 25, 


2803-2804, Sept. 14, 1949. 6 refs. 


After a month’s treatment with streptomycin, a woman 
with tuberculous meningitis gave birth to a child, which 
was immediately separated from its mother. However, 
at the age of one month, the infant itself developed 
Meningitis, tubercle bacilli were isolated from the 
cerebrospinal fluid and from gastric contents, and the 
Mantoux test was positive. Prolonged subcutaneous 
streptomycin therapy for 8 months was followed by 
recovery, in strong contrast to the usual fatality of such 
cases. The mother died. P. D’Arcy Hart 


1810. Further Studies on Streptomycin in Tuberculous 
Meningitis 

A. Levinson. Quarterly Bulletin of Northwestern 
University Medical School (Quart. Bull. Nthwest. Univ. 
med. Sch.| 23, 305-310, Fall, 1949. 6 refs. 


The initial favourable response to streptomycin treat- 
ment in tuberculous meningitis is frequently followed 
by relapse. The paper deals with the relapses in a series 
of 33 children treated. Streptomycin was given intra- 
muscularly only, in 0-3 g. doses 12-hourly, and later 
0:2 g. 3-hourly, for 90 days as a rule. 

Of the 33 children treated 10 survived for periods 
ranging from 4 months to 27 months; 2 are deaf, one has 
hemiplegia, and 23 have died. Of the 23 patients who 
died, most lived for longer than 7 weeks. Eleven died 
without ever showing any improvement. Case histories 


of the 12 relapses are given in some detail; in 2 of these 
cases recovery occurred with further streptomycin treat- 
ment and 10 died. The latter lived for from 2 days to 
2 months after the onset of the relapse. Relapse occurred 
from 9 days to 12 months after streptomycin was dis- 
continued. The clinical manifestations of the relapse 
were as a rule not characteristic of meningitis, nor were 
the changes in cerebrospinal fluid. A high protein 
content of the latter was the most constant finding. The 
return of a low sugar content to normal is a favourable 
prognostic sign even after relapse. The possible aetiology 
of relapse is discussed. Hydrocephalus as a cause is 
dismissed and the fact is stressed that all patients with 
central nervous symptoms (encephalitis) during the 
relapse died. E. Nassau 


1811. Tuberculous Meningitis in the Adult Treated with 
Streptomycin. Two Years’ Experience. (La méningite 
tuberculeuse de l’adulte traitée par la streptomycine. 
Deux années d’expérience) 

E. BERNARD, B. Kreis, A. Lotte, P. Cuicue, and P. V. 
PaLey. Semaine des Hépitaux de Paris [Sem. Hép. 
Paris] 25, 2053-2070, June 30, 1949. 12 figs., 33 refs. 


The authors report the results of the treatment with 
streptomycin of 100 patients suffering from tuberculous 
meningitis who were admitted to the Laénnec Hospital, 
Paris, between February, 1947, and March, 1948, all 
survivors having been under observation for more than a 
year (average 22 months) at the time of reporting. All 
but 2 of the patients were adults; 18 died in the first 
5 days of treatment, another 26 before the end of the 
3rd month after treatment was started, and 23 more 
before the end of the 6th month. Another patient died 
20 months after admission. At the time of reporting, 
the number of survivors was 22. 

Every patient admitted was treated, however advanced 
the condition. Bacteriological confirmation of diagnosis 
was obtained in 76 cases by direct examination (confirmed 
later in 67 by culture or inoculation), in 16 other cases 
only by culture or inoculation. In the remaining 6 cases 
proof was obtained post mortem. Out of the total of 
100 patients, 40 had miliary dissemination in the lungs 
in addition to tuberculous meningitis, and 29 of these 
patients were admitted primarily for miliary tuberculosis; 
of the last, 16 weré found to have meningitis before the 
start of treatment. In 9 cases the meningitis developed 
during treatment, between 15 days and 4 months after 
it was started (all 9 patients died); 7 patients developed 
meningitis after the treatment had been stopped (6 died). 
(The arithmetic here is difficult to follow.] For patients 
admitted with miliary tuberculosis the authors recom- 
mend systematic examination of the cerebrospinal fluid 
before starting treatment, and also during and after 
treatment. They do not believe that meningitis arising 
during or after treatment is attributable to the trauma 
of repeated lumbar punctures. 

Streptomycin (25% solution) was given intrathecally in 
daily doses of 0-1 g. (100,000 units) for the first 10 or 
15 days and no more was given by this route unless a 
relapse occurred; 14 of the 22 survivors had only 5 to 
10 intrathecal injections. At the same time, a daily 
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total of 1:5 to 2 g. of streptomycin (in 15% solution) 
was given intramuscularly in 6 doses. The authors 
recommend that intramuscular treatment be given 
continuously for over 7 months and present convincing 
figures which support this recommendation. A useful 
discussion is given of the frequent relapses which occur 
in the course of treatment. The authors believe that 
clinical relapse is always preceded by changes in the 
cerebrospinal fluid, and that the conduct of each case must 
be guided by the results of a careful watch on the fluid. 
M. Daniels 


1812. Statistical Study of 183 Cases of Tuberculous 
Meningitis Admittted to the Florence Paediatric Clinic 
Between December 11, 1946, and June 30, 1948, and 
Treated with Streptomycin, **‘ Promin ’’ and Vitamin A. 
(Considerazioni sulla statistica di 183 casi di meningite 
TBC. ammessi nella clinica pediatrica di Firenze dall’11- 
12-1946 al 30-6-1948 e trattati con streptomicina, 
solfone e vitamina A) 

G. Pasqguinucci. Rivista di Clinica Pediatrica [Riv. 
clin. Pediat.] 47, 6-27, Jan., 1949. 4 figs. 


From the Paediatric Institute of Florence University 
the author reports on 183 cases of tuberculous meningitis. 
Relevant data are given in table form. The patients were 
divided into three groups. 

The first group consisted of 57 patients treated in the 
first 6 months of 1947 and observed for a maximum of 21 
and a minimum of 15 months. They received strepto- 
mycin both by intramuscular and intrathecal injection, 
“* promin”’ intravenously, and vitamin A. The treat- 
ment in this group was discontinuous and its arrest was 
governed by clinical criteria. Of the group, 44 (77%) 
died; 8 of the 13 survivors have a perfectly normal 
cerebrospinal fluid (C.S.F.), which gives negative Pandy 
and Lange reactions. Relapses, seen till 10 months after 
beginning treatment, occurred in 77% of cases responding 
initially to therapy. 

The second group consisted of 66 patients receiving 
continuous treatment till complete return to normality 
of the C.S.F. They were admitted during the second 
half of 1947 and were observed for a maximum of 15 and 
a minimum of 9 months. Of this group 35 (53°%) died; 
25 of the 31 survivors have a normal C.S.F.; relapses, 
seen till 5 months after beginning treatment, occurred in 
18% of the cases responding to treatment. 

The third group consisted of 60 cases admitted in the 
first half of 1948, and receiving continuous treatment 
until the C.S.F. became normal. The patients were 
observed for a maximum of 9 and a minimum of 3 
months. Of this group 18 (30%) died; 10 of the 42 
survivors have a normal C.S.F.; there was only one 
relapse with fatal result, 4 months after treatment was 
begun. 

Most of the deaths in the entire series occurred in the 
first month of treatment. The C.S.F., which became 
normal in 61% of the survivors in the first group and 80% 
of the survivors in the second group, took 14 months to 
return to normal in the first group, 74 months in the 
second group, and 64 months in the third. The mortality 
rate for patients under 2 years in the last two groups was 


60%, and for patients between 2 and 20 years 
approximately 35%. 

Adults received 10 mg. streptomycin intramuscularly 
per kg. body weight; children 20 mg. per kg.; infants 
30 mg. per kg. Intrathecal doses were one-tenth of the 
above. Promin was given intravenously once or twice 
daily, a total of 0-1 g. per kg. daily. Vitamin A, 20,000 
to 100,000 units, was given by intramuscular injection 
every 2 or 3 days. P. E. Polani 


1813. Clinical Value of Changes in the Cerebrospinal 
Fluid During the Treatment of Tuberculous Meningitis 
with Streptomycin. (Valore clinico della sintomatologia 
liquorale in corso di meningite TBC. curata con strepto- 
micina) 

P. Periti, G. Pasquinucci, and C. CALANDI. Rivista di 
Clinica Pediatrica | Riv. clin. Pediat.] 47, 28-40, Jan., 1949, 
3 figs. 


This paper is a summary of the views of the authors on 
the diagnostic and prognostic value of cerebrospinal 
fluid (C.S.F.) examination in tuberculous meningitis; 
it is the result of their experience of 25,000 studies of 
C.S.F. in over 220 cases of the disease. j 

Examination of the C.S.F. is the best guide to treatment 
and progress. The number of cells, high at the beginning 
of the illness, increases further with streptomycin ad- 
ministration, to fall gradually, but not consistently, with 
improvement in the condition. The protein level, from 
values of 40 to 80 mg. per 100 ml., slowly increases to 
100 to 150 mg. With the low dosage of streptomycin 
used in Florence this figure tends to fall in favourable 
cases, rising in cases of spinal block (values over 150 mg.). 
High values in lumbar fluid with low values in sub- 
occipital fluid indicate the latter route of administration; 
this finding should prompt reduction in dosage of 
streptomycin by the lumbar route. The lower the level 
of block the greater the difference in values of protein in 
the first and the last samples obtained at one lumbar 
puncture. A falling level of chloride indicates a bad 
prognosis, while in favourable cases there is a rise in 
level after about 2 months of treatment. The chloride 
index (ratio of amount in blood to amount in C.S.F.: 
normal 0-80 to 0-82) is always raised in the disease, rises 
towards unity in cases with poor response to treatment, 
and follows closely the changes in protein level. 
Decrease in the amount of reducing substances (glucose) 
in the C.S.F. always indicates active disease. In cases 
with good prognosis the glucose level in the C.S.F. 
tends to become normal within 3 months. The index 
(ratio of amount in blood to amount in C.S.F.) is 
abnormal, values of 5 to 10 being common; (normal 
1-6 to 1-8). The higher values are found in C.S.F. 
obtained by lumbar puncture. Lowering of the index 


below normal is found in cases of block. Lange’s. 


colloidal gold reaction, which in the acute phase of the 
disease gives a “‘ meningitic’’ curve, tends to give a 
** paretic ’ type of curve in cases not responding to treat- 
ment. The Lange is the last reaction to return to 
normal; local treatment should be continued as long as 
it is positive. [Some of the cases appear not to have been 
followed up for more than a few weeks.] P. E. Polani 
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1814. Clinical Value of Tests of Allergy and Immunity in 
Cases of Tuberculous Meningitis Treated with Strepto- 
mycin (Cutaneous Tuberculin Reaction, Erythrocyte 
Sedimentation Rate, Leucocyte Count). (Valore clinico 


_ delle prove allergicoimmunitarie negli ammalati di menin- 


gite tubercolare curati con streptomicina. (Reattivita 
cutanea alla tubercolina, velocita di sedimentazione, 
formula leucocitaria) ) 

P. Periti, G. PAsguinucci, and A. MILANI-COMPARETTI. 
Rivista di Clinica Pediatrica | Riv. clin. Pediat.| 47, 41-59, 
Jan., 1949. 7 figs. 


The authors report the treatment of 126 children suf- 
fering from tuberculous meningitis, admitted to the 
Paediatric Department of Florence University Hospital 
during a 12-month period ending in June, 1948, with 
intramuscular and intrathecal streptomycin, “‘ promin ”’, 
and vitamin A. Of these 126 patients 69 (54-8%) gave a 
negative reaction to the Mantoux test on admission and 
41 of these (59-4%) died. Of the 57 patients whose 
Mantoux reaction was positive only 11 (19-3%) died 
(of whom, in the authors’ opinion, 4 should be excluded 
from analysis for various reasons, which would give a 
mortality of 13-2%). When treatment was effective in 
this latter group the sensitivity to intradermal tuberculin 
increased, reaching an extremely high degree in 70% of 
the patients. Of the former group, those patients who 
died gave a negative Mantoux reaction throughout, 
while the reaction of those responding to treatment 
became positive and 30° of them developed a very high 
degree of sensitivity. Of the patients over 2 years of age 
who were sensitive to tuberculin on admission only one 
(a girl aged 3 years) died. Of 29 patients under 2 years of 
age, all 14 of those negative to the Mantoux test and 7 of 
the 15 who gave positive reactions died. The fall in the 
erythrocyte sedimentation rate followed the increase in 
sensitivity to tuberculin fairly closely, while at the same 
time the total leucocyte count tended to return to normal, 
with a decrease of the monocytes and an increase of the 
granulocytes. P. E. Polani 


1815. Integration of Streptomycin with other Forms of 
Therapy for Pulmonary Tuberculosis 

J. B. O’CoNNoR. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 60, 264-268, Aug., 1949. 


Whereas streptomycin often heals mucosal lesions of 
the respiratory tract and disseminated nodular paren- 
chymatous lesions, relapses are frequent in acute 
pneumonic lesions and in extensive caseous-cavernous 
disease. Here drug resistance may develop before the 
patient’s natural resistance becomes dominant. Drug 
resistance often develops after 6 to 8 weeks of treatment, 
occasionally earlier. Among 88 patients treated with 
streptomycin and rest in bed, definite relapse after 12 to 
27 months’ observation occurred in 62% of cases of 
caseous-cavernous disease whereas in 67% of cases of 
more indolent type the condition remained quiescent or 
arrested. It is difficult to decide how and when strepto- 
mycin should be used in cavitary tuberculosis with active 
contralateral lesions where collapse—though desirable— 
is contraindicated. In such a case drug resistance is 
likely to develop before the patient’s natural defences 

M—2F 


can gain control. Ill-timed streptomycin treatment 
without effective collapse therapy immediately afterwards 
means loss of a golden opportunity. An over-all thera- 
peutic programme after proper assessment of the case 
and of the expected action of streptomycin should be 
worked out between physician and surgeon. Major 
surgery must be carried out while the patient still enjoys 
the maximum benefit from streptomycin. It is inadvis- 
able to wait until the bacteriostatic effect has subsided 
while the patient’s resistance has not yet increased. [In 
Britain the shortage of surgical beds frustrates the 
physician’s efforts. Often when the patient is ready for 
major surgery he must wait many months for his turn.] 
American experience does not confirm the prophylactic 
effect of the ‘* streptomycin umbrella ’’ but suggests the 
use of the drug for complications when they occur. 
‘** The present tendency to give a course of streptomycin 
and see what it will do is to be deplored.’”’ The proper 
place of streptomycin is as part of an over-all therapeutic 
plan. [Streptomycin treatment, far from constituting 
the “* therapia magna sterilisans ’’, will soon be discredited 
unless its use be restricted to experienced and critical 
specialists in tuberculosis.] E. G. W. Hoffstaedt 


1816. The Relation of Cavity to the Development of 
Streptomycin-resistant Tubercle Bacilli in Pulmonary 
Tuberculosis 

R. S. Mitrcuett. New England Journal of Medicine 
[New Engl. J. Med.] 241, 450-453, Sept. 22, 1949. 
11 refs. 


The authors analyse the changes in degree of strepto- 
mycin sensitivity in 116 patients treated with strepto- 
mycin, from whom adequate sputum specimens were 
obtained during and after completion of streptomycin 
therapy. All had active pulmonary tuberculosis. The 
daily dose varied from 0-5 to 2 g. per day, but was usually 
1 g. per day. The mean duration of treatment was 2 
months. Sputum or gastric cultures contained tubercle 
bacilli in 100 cases at some time after therapy was 
completed. Streptomycin resistance developed in 40% 
of 51 cases in which there was radiological evidence of 
cavitation before treatment and no coincident collapse; 
in 10% of 20 cases with cavitation before therapy but with 
a coincident satisfactory collapse of lung; and in 11% of 
29 without cavitation before therapy. The authors 
suggest that, if these findings were confirmed by: other 
workers, it would be logical to withhold streptomycin 
whenever possible until collapse is well established. 

M. Daniels 


1817. Pulmonary Tuberculosis in Children Treated with 
Streptomycin 

E. T. McEnery, H. C. Sweany, and G. C. TURNER. 
Pediatrics [Pediatrics] 4, 323-330, Sept., 1949. 12 figs., 
5 refs. 


After 15 years’ experience of treating tuberculosis, the 
authors here record their observations on 21 children 
with active pulmonary disease who were treated with 
streptomycin in addition to rest in bed. Eighteen were 
classified as having progressive primary lesions, and radio- 
graphs of all these patients showed some degree of lung 
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infiltration in addition to enlargement of the hilar 
shadows; their ages ranged from 8 months to 11 years. 
The remaining 3 cases were classified as cases of 
advanced, adult type, pulmonary tuberculosis, and 
radiography showed the presence of large cavities. They 
were aged 11, 12, and 13 years respectively, and had 
failed to respond to 2 years’ rest in bed and collapse 
therapy. After preliminary experiment a dosage of 
0-3 g. of streptomycin daily for a period of 90 days was 
chosen and gave rise to no toxic manifestations. 

Good clinical response in most of the patients with 
primary lesions was noted. General well-being improved 
rapidly, changes in physical signs and radiographic 
picture being slower to appear (2 and 3 months 
respectively), and the length of stay in hospital was 
shortened. The sputum in 2 cases remained positive, 
becoming negative in the others in 4 to 5 months. 
Sensitivity tests on the positive sputa showed slight 
resistance of the tubercle bacilli to streptomycin. The 
condition of the 3 patients with the adult type of pul- 
monary tuberculosis appeared to be unaffected by the 
drug and in 2 cases continued to deteriorate. The 
authors conclude that the effect of streptomycin 
treatment would appear to be related to the type and 
stage of the pulmonary lesion, but is sufficient to make 
the treatment worth a trial in the patient who is not 
making progress. M. Baber 


1818. Phrenic Nerve Interruption in the Treatment of 
Pulmonary Tuberculosis. II. Complications and Sequelae 
of Phreniclasis 

R. S. Mitcuett. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 60, 168-182, Aug. 1949. 20 refs. 


This is a review of the complications and sequelae of 
therapeutic phrenic nerve interruption carried out on 
538 patients with pulmonary tuberculosis at Trudeau 
Sanatorium and others around Saranac Lake, New York. 
Much of the argument centres round the accurate 
assessment of paralysis. With the usual method of 
estimation by fluoroscopy in the erect position the criteria 
of paralysis are: no descent, or paradoxical rise, of the 
diaphragm on quiet inspiration, limitation of descent on 
full inspiration after forced expiration, and paradoxical 
rise on inspiratory sniff. But the author found that 
recumbency increased the diaphragmatic excursion both 
in the affected and unaffected hemidiaphragm and, when 
function was beginning to return, a more nearly normal 
response to sniffing was obtained in the recumbent than 
was found in the erect position. He considers the most 
reliable signs of paralysis to be absent or paradoxical 
motion on quiet breathing and a paradoxical response to 
inspiratory sniff, in each case when the patient is 
recumbent. 

It would appear that if the nerve is adequately dealt 
with, the paralysis after phreniclasis should last not less 
than 4 months. At a first operation an unsatisfactory 
result was obtained in 11° of cases in which no accessory 
nerve was found and in 5% of those in which at least one 
was found and cut. Failure to achieve satisfactory 
paralysis occurred in 9% of 361 cases after a first, in 14°% 
of 110 after a second, and in 27% of 15 after a third 


operation. A diaphragm “ temporarily’ paralysed is 
unlikely to recover if it has not done so within 18 months. 
Of 136 patients examined 2 years or more after their 
first operation 26% had persistent partial loss of diaphrag- 
matic function and 6% total loss. After multiple phreni- 
clases the corresponding figures were 35% and 11%. 
The incidence of permanent disability was higher in the 
older age groups and in those with left-sided paralysis. 
In those cases in which the diaphragm recovered, the 
mean and median duration of paralysis was between 
64 and 94 months. The author states that complications 
are few and usually of a minor character. 
J. V. Hurford 


1819. Phrenic Nerve Interruption in the Treatment of 
Pulmonary Tuberculosis. III. The Effect of a Paralyzed 
Hemidiaphragm on the Results of Homolateral Thoraco- 
plasty 

R. S. MITCHELL. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 60, 183-188, Aug., 1949. 9 refs. 


Of 103 patients of Trudeau Sanatorium, New York, 
treated by thoracoplasty for pulmonary tuberculosis up 
to the end of 1944, 55 had previously undergone homo- 
lateral phreniclasis. Of these, 14 showed diaphragmatic 
recovery before operation and, together with the non- 
paralysed 48, were regarded as a control group. Com- 
parison of the results of thoracoplasty in this group with 
those obtained in the group of 41 patients with partial 
or total paralysis showed that there was little difference 
in the incidence of immediate post-operative spread of 
disease. Homolateral “ atelectasis’? occurred in 10% 
(4 cases) of those with a disabled diaphragm at the time 
of operation and in 1-62% (1 case) of the controls. 
Late results were more favourable in the non-paralysed 
group. 

[The figures are open to criticism on statistical grounds: 
(1) Of the 41 patients in the paralysed group, 13 under- 
went exeresis before 1934 and thus were amongst the 
earliest cases in which thoracoplasty was performed—it 
is not stated whether any or all of the cases of atelec- 
tasis occurred amongst these patients. (2) There was a 
greater proportion of far-advanced cases in the group 
with a paralysed diaphragm before surgery.] 

J. V. Hurford 


1820. Influence of Type of Disease on the Results of 
Thoracoplasty in Pulmonary Tuberculosis 
M. Rusin and R. KLopstocK. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 60, 273-287, Sept., 
1949. 

The results of thoracoplasty performed on 168 patients 
in a period of 5 years are summarized, excluding those 


carried out for empyema. The disease involved is. 


classified into six different clinico-pathological types: 
(1) fibrocaseous tuberculosis; (2) fibroid tuberculosis; 
(3) caseo-cavernous __ tuberculosis; (4) tuberculosis 
associated with thin-walled cavities; (5) tuberculosis 
and bronchiectasis; (6) the unexpandable lung. 

The authors discuss the late results in the series as a 
whole and in each group individually. Thoracoplasty 
was carried out in stages, its extent depending on the site 
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of disease, and apicolysis was performed in “ selected ”’ 
cases only. Cavity closure was achieved in 76:8%; over- 
all mortality was 5-3%. The best results were obtained 
in cases of unilateral fibrocaseous disease (this was the 
largest group)—88% success, 2% mortality. Results in 
cases with giant thin-walled or thick-walled cavities were 
poor—60%, success with a 19-6% mortality. 
J. R. Belcher 


1821. The Bronchogenic Seeding and Spread of 
Pulmonary Tuberculosis. Explanation for Apical Pre- 
dilection. (Die bronchogene Ansiedlung und Aus- 
breitung der Lungentuberkulose) 

A. LeMBERGER. TJuberkulosearzt [Tuberkulosearzt] 3, 
427-438, Aug., 1949. 2 figs., 27 refs. 


Bronchogenic spread by aspiration of contents of a 
cavity depends on intrapulmonary air-pressure gradients. 
Spread takes place from the subapical zone either into the 
ipsilateral basal area or into the contralateral lung, 
usually along the interlobar fissure into the midzone. In 
the presence of large amounts of sputum, collapse treat- 
ment, by creating an artificial increase in air pressure 
within the diseased lung, may easily provoke aspiration 
of sputum into the contralateral upper or midzone. 
There is a danger of aspiration whenever a cavity com- 
municates with the outside; air leak from an open cavity 
may interfere with the creation of positive intrabronchial 
pressure, the prerequisite for a productive cough. In an 
open cavity under atmospheric pressure the intracavitary 
pressure exceeds that of the bronchial system, which is 
subjected to the pull of the chest wall. This pressure 
gradient, together with the inability to expectorate, 
predisposes to aspiration of cavity contents into the 
ipsilateral lower zone and into the contralateral upper and 
midzone. This risk has to be considered in cavernos- 
tomy, but is negligible in Monaldi drainage provided the 
tube is clipped off during the suction intervals. The 
author explains any post-operative spread by interference 
with the normal intrabronchial air flow and creation of a 
pressure gradient from the diseased towards the healthy 
part of the lung. 

He explains spread in the absence of surgical inter- 
ference by paradoxical respiration at the apices. These 
are stretched during expiration and are sucked out by 
diaphragmatic traction during inspiration. This pheno- 
menon facilitates spread from minimal caseous apical 
foci towards the subclavicular area. [Whether, as the 
author suggests, increase in radio-translucency at the 
apices on coughing proves the existence of paradoxical 
apical respiration is doubtful, because the first phase of 
coughing simulates Valsalva’s experiment.] Location 
and spread of infection depend on: (1) The size of in- 
haled particles. (2) Their kinetic energy. Since that 
of fine dust particles is small, they do not reach the 
terminal bronchiole with the first inspiration. Most of 
them are blown back from the peripheral bronchi—if 
they reach these at all— on expiration. (3) The direc- 
tion of the bronchi in relation to the vertical diaphrag- 
matic pull. Because of the paradoxical air movement in 
the apices the expiratory air stream drives some of the 
small floating particles back into the apical bronchi, the 


rest being exhaled. Droplets, however, being larger and 
heavier and with higher kinetic energy than dust, are 
more easily sucked into the peripheral bronchi. The 
primary focus is usually due to droplet infection whereas 
apical implantation is due to bacilliferous dust infection. 
Since droplets expelled by coughing of patients with 
open lesions are more heavily charged with bacilli than 
dust particles, true apical foci are relatively benign, 
whereas subclavicular foci produce symptoms and 
definite radiological appearances. 
E. G. W. Hoffstaedt 


1822. Further Investigations on the Pathogenesis of 
Renal Tuberculosis. Relation Between Pulmonary and 
Urogenital Tuberculosis. [In English] 

J. Ustvept and H. WEeRGELAND. Acta Tuberculosea 
Scandinavica {Acta tuberc. scand.] 23, 36-62, 1949. 
2 refs. 


Of some 200 cases of urogenital and skeletal tuber- 
culosis treated at the Ulleval Hospital, Oslo, during the 
ten-year period 1937 to 1946, radiographs of the chest 
were taken in 131 cases of urogenital and 43 of skeletal 
disease, either at the time of, or shortly after, onset of 
symptoms. Of the cases of genito-urinary disease only 
4-5% showed evidence of a recent haematogenous spread 
at the time of onset of symptoms. In some 33 cases in 
which the date of primary infection could be ascertained 
with some accuracy, genito-urinary symptoms did not 
appear for 10 years or more. ' Radiological evidence of 


‘old haematogenous dissemination in the lungs was noted 


in 33:5% of the cases. Active pulmonary tuberculosis 
coincident with genito-urinary disease was found in 35%. 
Most of the pulmonary lesions were of the chronic, 
torpid, slowly progressive type. Radiological signs of 
fresh pulmonary spread were much more frequently 
found in cases of skeletal tuberculosis. 

It is concluded that in the majority of cases of genito- 
urinary tuberculosis the deposition of bacilli in the 
genito-urinary organs occurs in the early post-primary 
period, but for unknown reasons the clinical manifesta- 
tions of disease may be delayed for many years. Only 
rarely is genito-urinary tuberculosis attributable to a late 
haematogenous spread. E. Nassau 


1823. Treatment of Pulmonary Tuberculosis by Posture. 
Jleveme Ty6epKynose HarHyTHM momomajem) 

J. NepELKovic, D. PuTNIK, J. Popovic-Savic, M 
LABAN, and M. BoGpaANovic. Cpncku ApxuB 3a 
Llenoxynuo Jlexapcetso [Srpski Arkhiv] 47, 411-421, 
May-June, 1949. 16 figs. 


Between 1942 and 1946, 138 patients were treated 
solely, and 42 in combination with pneumothorax, 
phrenic crush, or other collapse therapy, by the gradual 
raising of the foot of the bed over 7 to 8 days to 60 to 70 
cm., above the ground, this position being maintained 
continuously on an average for 49 days. The patients 
were selected from those unsuitable for other forms of 
treatment and those whose condition was stationary or 
who were awaiting surgical treatment. Of those treated 
by posture alone 57 had unilateral and 81 bilateral 
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disease; of these two groups respectively the condition 
improved in 27 and 30, and in 4 and 2 healing took 
place; in 5 and 11 the condition became worse. Close 
supervision, in the early days, of temperature, expectora- 
tion, and _ radiological appearances is_ essential. 
Complications were haemorrhage, inflation of cavities, 
and rise in temperature. This treatment is contra- 
indicated in severe caseous and bronchopneumonic 
conditions and must be discontinued if a high temperature 
persists or there are recurrent haemoptyses. It is 
advised especially where collapse fails and where there is 
unilateral or bilateral cavitation. Beneficial results are 
attributed to the raising of the diaphragm, hyperaemia, 
and mechanical drainage. Dushanka Wolstenholme 


1824. Chemotherapy of Pulmonary Tuberculosis with 
Cavitation and of its Complications with TB I and TB IV. 
(Zur Chemotherapie kavernéser Lungen-tuberkulose und 
ihrer spezifischen Komplikationen mit TB I und TB IV) 
W. Viets and H. Scuortze. Tuberkulosearzt (Tuber- 
kulosearzt] 3, 508-513, Sept., 1949. 4 figs. 


The authors report on the efficacy of TB I and TB IV 
in 50 cases of cavernous pulmonary tuberculosis: in 60°, 
of cases there was tuberculosis also either of the larynx, 
the pleura, or the intestine. TB I powder was used in 


laryngeal tuberculosis as an insufflation in daily doses of - 


100 to 200 mg. Pain, irritation, and dysphagia were 
quickly relieved; for the treatment of the typical infiltra- 
tion and ulcerative lesions insufflation had to be com- 
bined with the other usual methods. The other forms of 
application were by inhalation in lung tuberculosis, by 
instillation in cases of tuberculous pleurisy, and by oral 
administration in intestinal tuberculosis. Although the 
authors noticed a few side-effects such as jaundice, 
conjunctivitis, photophobia, blurred vision, and urticaria 
in some cases, most patients showed an improvement in 
their state of health, a fall in temperature, and an increase 
of weight. It is possible after preliminary treatment with 
TB I to operate upon patients with lung tuberculosis in 
whom the prognosis is affected by secondary complica- 
tion. TB IV was administered by intravenous injection, 
by intrapleural instillation, and by inhalation, but is 
now no longer used. Franz Heimann 


1825. Treatment of Surgical Tuberculosis with the Thio- 
semicarbazone “ TB 1/698’. (Zur Behandlung chirur- 
gischer Tuberkulosen mit dem Thiosemicarbazon TB/I 
698) 

R. HaAscHe-KLUNDER and G. LeimmpBacH. Deutsche 
Medizinische Wochenschrift [Dtsch. mzd. Wschr.] 74, 
1135-1138, Sept. 23, 1949. 2 figs. 


Thiosemicarbazone as a chemotherapeutic agent has 
been used mainly in the treatment of pulmonary tuber- 
culosis and there are few reports of its use in surgical 
tuberculosis. The authors report their experience in 
70 cases at the University Surgical Clinic in G6ttingen 
where, since August, 1948, all patients with non-pulmon- 
ary tuberculosis except those well on the way to recovery 
have been treated with thiosemicarbazone. The diag- 
nosis in each case was made as definitely as possible 
before treatment with the drug was started, any other 


general or surgical measures being continued as before, 
Although no response was obtained in some cases, there 
was often marked improvement in the general condition of 
the patient, with a quicker and better localization of the 
active process, so that surgery could be employed earlier 
and with more certain healing. The drug was given by 
mouth and also locally by instillation into fistulae or 
abscess cavities. 

In bone and joint tuberculosis the effect appeared to be 
to expedite recovery and remarkable healing occurred 
in cases with extensive fistula formation. The improve- 
ment in cases of tuberculosis of the bladder was remark- 
able and convincing, although there was little apparent 


. effect on lesions of the kidneys—probably because the 


drug does not reach them, except possibly in early cases. 
Little effect was noted on tuberculosis of the prostate and 
epididymis. Tuberculous fistulae-in-ano responded well 
and healing was readily obtained in some chronic cases. 
Local treatment with the drug seemed to be of value in 
cases of open empyema, though oral administration 
in cases of closed empyema had little effect. 

The principle of treatment was to give small doses over 
a long period, the optimum dose being found for each 


patient. The usual daily dose in pulmonary tuberculosis — 


is from 2 to 4 mg. per kg. body weight, but the authors 
rarely exceeded the lower dose. For local treatment a 
solution of 0-1 to 0-2 g. in 10 to 20 ml. of normal saline 
was instilled 3 times a week. It is doubtful how long 
treatment should be continued, but total doses up to 50 g. 
have been given. The drug is toxic, particularly in high 
dosage, and causes liver damage and generalized rashes. 
The clinical symptoms of intolerance are loss of appetite, 
nausea and vomiting, and, when intolerance is late in 
appearing, a marked taste for acid substances and a 
distaste for sweet things. The drug should not be used 
in any case of known or potential liver damage and the 
urinary urobilinogen test for liver function was carried 
out every 10 days in the authors’ cases as well as a blood 
count and estimation of erythrocyte sedimentation rate. 
The authors point out that very careful experiment and 
observation are required for the evaluation of these 
drugs and the assessment of the indications and contra- 
indications for their use before they can be accepted and 
related to other substances, such as streptomycin, in the 
treatment of tuberculosis. L. W. Lauste 


1826. Two Cases of Severe Agranulocytosis as a Side- 
effect in Treatment of Tuberculosis with TB 1/698. 
(2 Faille von schwerer Agranulocytose als Nebener- 
scheinungen bei der Behandlung der Tuberkulose mit 
TB 1/698) 

W. MerKeEL. Tuberkulosearzt [Tuberkulosearzt\ 3, 518- 
521, Sept., 1949. 5 refs. 


In 2 women who had been treated with TB [/698, very 
shortly after the administration of a small amount 
(3 and 3-55 g.) all the classical symptoms of an agranulo- 
cytic angina appeared. Recovery occurred after 12 


and 11 days respectively. Treatment consisted of blood. 


transfusion and injection of penicillin. The administra- 
tion of a nuclein derivative had no effect. 
Franz Heimann 
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1827. A New Method of Treating the Tuberculous Cavity 
(Intracayernous Thiosemicarbazone Therapy). (Eine neue 
Behandlungsmethode der tuberkulésen Kaverne (intra- 
kavernése Thiosemicarbazontherapie) ) 

H. Maiiucue. Beitrdge zur Klinik der Tuberkulose 
[Beitr. klin. Tuberk.) 102, 321-334, 1949. 4 figs., 
bibliography. 

The author has modified Maurer’s cavernostomy by 
resecting 6 to 10 cm. of the Ist and/or 2nd rib anteriorly. 
The internal leaf of the periosteum is painted with 10% 
formalin. If, after 2 to 4 weeks, the two pleural layers 
are safely fused a Monaldi drainage tube is inserted. 
Cavity contents are aspirated by syringe daily; 0-1 g. 
TB 1/698 in 10 to 20% oily suspension is injected into the 
cavity through the drainage tube. At the same time 
systemic treatment is started with 0-1 g. TB 1/698 per day 
orally. Only 10 to 14 days after insertion of the drainage 
tube the author starts suction-drainage very carefully 
with a low negative pressure. Haemorrhage is possible, 
since TB 1/698 apparently diminishes the bleeding time. 
The author does not think that the Monaldi drainage 
per se contributes a great deal to the diminution of the 
cavity. 

[The results of this treatment after 3 to 12 months do 
not seem superior to those which might be expected from 
a Maurer cavernostomy with intracavitary application of 
streptomycin or p-aminosalicylic acid.] 

E. G. W. Hoffstaedt 


1828. The Toxic Effects of Thiosemicarbazones in the 
Treatment of Tuberculosis in Children. (Probleme der 
Thiosemicarbazongiftwirkung bei der Behandlung kind- 
licher Tuberkulosen) 

F. Heere. Monatsschrift fiir Kinderheilkunde (Mschr. 
Kinderheilk.] 97, 349-356, 1949. Bibliography. 


The first reports of good results with thiosemicarb- 
azones in the treatment of tuberculosis were quickly 
followed by reports of unpleasant or even dangerous toxic 
effects. These include vague malaise, various dyspeptic 
manifestations, palpitations and arrhythmias, dizziness, 
pain in the eyes and photophobia, exanthematous 
rashes, a tendency to bleeding, and, in severe cases, loss 
of weight, enlargement of the liver, which may be very 
great and very rapid, jaundice, convulsions, and coma. 
Three deaths have so far been reported, all in children, in 
all of whom necropsy revealed marked fatty degeneration 
of the liver and severe oedema of the brain with degenera- 
tive changes. Individual susceptibility varies greatly and 
some children may not tolerate even small amounts of the 
drug. When toxic symptoms occur the drug should be 
withheld. In such cases it may often be well tolerated 
when administration is started again after the toxic effects 
are gone. The danger signals in the blood are erythro- 
cytopenia and leucopenia, increase in bilirubin content of 
serum, and a fall in the blood sugar level. In the urine 
there are cells, albumin, casts, sugar, and increased uro- 
bilinogen. The drug, as will be seen from these observa- 
tions, is a liver poison. Special care must be taken with 
its administration during intercurrent infections, which 
throw an extra burden on the liver. 

The preparations used by the author were 4-acetyl- 


aminobenzaldehyde thiosemicarbazone with an equal 
amount of sulphathiazole, and pure 4-acetylamino- 
benzaldehyde thiosemicarbazone. The difficulties of 
dosage are discussed. Three cases of poisoning, one of 
them fatal, are described in detail. Marianna Clark 


1829. Studies in the Chemotherapy of Tuberculosis. 
Part V. Thiosemicarbazones and Related Compounds 

E. HoGGarTH, A. R. MARTIN, N. E. Storey, and E. H. P. 
YounG. British Journal of Pharmacology and Chemo- 
therapy (Brit. J. Pharmacol.] 4, 248-253, Sept., 1949. 


1830. Effect of Caronamide on Excretion of p-Amino- 
salicylic Acid 

N. W. Horne and W. M. Witson. Lancet [Lancet] 2, 
507-508, Sept. 17, 1949. 1 fig., 8 refs. 


In 1946 p-aminosalicylic acid (PAS) was shown to have 
a bacteriostatic effect on tubercle bacilli. From the 
clinical standpoint it suffers from the drawback that its 
absorption and excretion are very rapid. 

The plasma clearance rate of PAS was compared with 
that of inulin, which is excreted purely by glomerular 
filtration. The comparison was made in 7 patients 
receiving 3 g. of PAS every 3 hours from 9 a.m. till 
9 p.m., and the plasma clearance values were determined 
during the hour from 1 p.m. to 2 p.m. In every case the 
plasma clearance of PAS exceeded that of inulin. The 
patients were then given 4 g. of caronamide every 4 
hours, beginning 24 hours before the plasma clearance 
of PAS was again determined. The caronamide, 
which has been shown to inhibit tubular excretion of 
penicillin, diodone, and phenolsulphonphthalein, reduced 
the plasma clearance of PAS to a figure well below that 
obtained for inulin. 

It was thought that this unexpected result might be due 
to the fact that, as with diodone, a proportion of the 
PAS in the blood is bound to protein and is not available 
for glomerular filtration. Investigation showed that. 
about two-thirds of the PAS in blood is in the plasma, and 
about a third of that is bound to protein. The results 
suggested to the authors that PAS, besides being excreted 
by the tubules, is also reabsorbed by them, the reabsorp- 
tion not being apparent until excretion is inhibited by 
caronamide. P. A. Nasmyth 


1831. New Experiments in Antituberculous Chemo- 
therapy with p-Aminosalicylic Acid. (Nouveaux essais de 
chimiothérapie expérimentale antituberculeuse par l’acide 
para-aminosalicylique) 

C. Levapiti, A. GrrRARD, A. VAISMAN, and P. Levy. 
Bulletin de Académie Nationale de Médecine (Bull. Acad. 
nat. Méd., Paris] 133, 356-361, 1949. 4 figs., 1 ref. 


Mice, of 20 g. weight, injected intravenously with 
1 mg. (moist weight) of 3-week-old cultures (on Loewen- 
stein medium) of the virulent strain of Mycobacterium 
tuberculosis, H 512, usually died between 20 and 40 
days afterwards. When p-aminosalicylic acid was given 
by mouth from the day of infection for 6 to 14 weeks, 
either as 20 mg. of the acid daily per mouse, or as 30 to 
80 mg. of the sodium salt daily, the survival period was 
at least 2 to 3 times longer; the beneficial results 
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were greater if the sodium salt was given intraperi- 
toneally in 25 to 50 mg. doses daily for 5 weeks. 
However, many tubercle bacilli were found in all the 
treated animals. and the ultimately progressive tendency 
of the disease was maintained; in these respects the drug 
was less effective than streptomycin. P. D’Arcy Hart 


1832. para-Amino-salicylic Acid as an Aerosol in the 
Treatment of Respiratory Tuberculosis 

A. E. K. Satvi. Tubercle (Tubercle, Lond.] 30, 223-226, 
Oct., 1949. 


1833. ‘The Antibacterial Action of p-Aminobenzoic Acid. 
Note IV. First Clinical Application in Tuberculosis. 
(Azione antibatterica dell’acido p-aminobenzoico. Nota 
IV. Prime applicazioni cliniche nella tubercolosi) 
M. pi Fonzo and V. PELLEGRINO. Farmaco [Farmaco] 
4, 421-423, July—Aug., 1949. 16 refs. 


After a trial of para-aminobenzoic acid (PABA) 
in the treatment of experimental tuberculosis in guinea- 
pigs (di Fonzo, Boll. Soc. ital. Biol. sper., 1945, 12, 833; 
Farmaco, 1947, 2, 291) the authors used it in 8 cases 
in human beings, including 2 cases of tuberculous 
empyema complicating artificial pneumothorax, 3 cases 
of pulmonary tuberculosis with cavitation in which the 
prognosis seemed hopeless, 2 cases of tuberculous 
laryngitis, and 1 case of pulmonary tuberculosis compli- 
cated by asthma. In the cases of empyema the pleural 
cavity was washed out every third day and 20 ml. of 
a 20% solution of the sodium salt of PABA was 
injected. At the second lavage in each case the fluid had 
become thinner and less purulent. One patient had 
febrile reactions after the ‘first two lavages. In one 
of the patients the quantity of fluid withdrawn at each 
aspiration fell from 400 ml. to 70 ml., the empyema 
cavity was much reduced in size, and the patient’s 
general condition was greatly improved. The outcome 
in the other case is not stated. The patients with 
pulmonary tuberculosis with cavitation were treated by 
the intravenous injection of 10 ml. of 20% PABA 
solution twice a day, one hour before a meal. Every 
20 days the treatment was suspended for a week. All 
3 patients had an attack of shivering, in one case accom- 
panied by fever, following one of the earlier injections; 
no such reaction was observed in control subjects without 
tuberculosis. These patients felt very much better after 
the first few injections, their appetite improved, they 
gained weight, and their cough and sputum decreased, 
while moderate radiological improvement occurred in one 
case. The patient with asthma was much relieved by the 
same treatment. The 2 patients with tuberculous laryn- 
gitis were given two inhalations of PABA powder a 
day; both felt much better and the pain was diminished. 
[No mention is made of change in the appearance of the 
larynx.] 

[No definite conclusions can be drawn from this paper. 
The numbers were small, there were no controls, and few 
objective data are reported.] John Crofton 


See also Sections Hygiene and Public Health, Abstract 
1445; Radiology, Abstract 1520; Microbiology, Ab- 
stracts 1544, 1546, 1548. 


UNDULANT FEVER 


1834. Haemorrhagic Forms of Undulant Fever. (Formes 
hémorragiques de la fiévre de Malte) 

G. BERTRAND. Journal de Médecine de Lyon [J. méd. 
Lyon) 30, 599-602, Aug. 5, 1949. 


The author discusses the difficulties in diagnosis that 
may arise in the rare haemorrhagic forms of undulant 
fever and gives a detailed description of 3 cases. The 
first patient, a man aged 44, developed intractable ulcera- 
tive colitis, with bloody diarrhoea persisting for a year. 
His serum agglutinated Brucella melitensis to a titre of 
1 in 50. The association of an enlarged spleen and 
sciatica with prolonged fever pointed to the diagnosis. 
The patient recovered gradually without special treatment. 
The second patient, a man aged 47, was admitted to 
hospital on account of gross splenomegaly with recurrent 
haematemesis of 2 years’ duration. The serum agglu- 
tinated Br. melitensis to a titre of 1 in 800. This patient 
also developed sciatica. Treatment with phthalyl- 
sulphathiazole brought about a rapid amelioration of 
all symptoms and a progressive diminution of the splenic 
enlargement. After 5 months the patient left hospital 
with the spleen only just palpable. The condition had 
at first been diagnosed as Banti’s syndrome, but the 
author has no doubt that it was a rare manifestation of 
undulant fever. The third patient, a married woman of 
21, whose mother had recently died of undulant fever, 
developed severe metrorraghia which led to the diagnosis 
of threatened abortion. Despite a serum agglutination 
titre of no more than 1 in 75 she was treated as a case of 
undulant fever with phthalylsulphathiazole (total dose 
25 g.) with great improvement. Splenic enlargement 
was also a feature in this case. The author states that he 
has tried all known methods advocated for the treatment 
of undulant fever and, while extreme care must be taken 
in evaluating them on account of the protean character 
of the disease, treatment with phthalylsulphathiazole 
has appeared to be the most promising method. 

Jos. B. Ellison 


1835. Therapy of Experimental Brucella Infection in the 
Developing Chick Embryo. IV. Therapy with Aureo- 
mycin 

R. MAGorFINn, D. ANDERSON, and W. W. SPINK. Journal 
of Immunology [J. Immunol.] 62, 125-133, May, 1949. 
10 refs. 


Seven-day-old chick embryos were used in investigating 
the action of aureomycin, alone or in combination with 
streptomycin or sulphadiazine, upon infections with 
Brucella abortus, Br. suis, or Br. melitensis. A saline 
suspension of Brucella from a 24-hour agar slant was 
prepared and 0-2 ml., containing about 2,000 organisms, 
was inoculated directly into the yolk-sac. The eggs 
were incubated at 37-5° C., and doses of drugs in 0-2 ml. 
of saline injected into the yolk-sac after 24 hours. 
Untreated infected embryos died in less than 7 days, the 
50% survival times being; Br. abortus 4-5 days, Br. suis 
3-5 days, and Br. melitensis 5 days. All experiments 
were terminated on the 12th day and the livers of all 
embryos were cultured upon tryptose-phosphate agar. 


PROTOZOAL 


Aureomycin in doses of 1,000 to 4,000 ug. prolonged 
the survival time, but did not eradicate the infection in 
the liver. Streptomycin or sulphadiazine in doses of 
1,000 yg. and over killed Br. abortus in some of the 
embryos, but was much less effective against Br. suis 
and Br. melitensis. Combinations of aureomycin and 
sulphadiazine were more effective than either drug, or 
streptomycin, given alone, but were less effective than 
combinations of streptomycin and sulphadiazine, with 
which 85 to 100% of cultures became sterile when the 
total dose was over 2,500 xg. Combinations of aureo- 
mycin and streptomycin were especially active against 
Br. suis and Br. melitensis infections. In human brucel- 
losis it has been found that aureomycin is more effective 
than streptomycin or sulphadiazine—a result which would 
not have been expected from the experimental findings. 

L. G. Goodwin 


1836. Aureomycin in Undulant Fever 
J. E. Depono. Lancet [Lancet] 2, 326-329, Aug. 20, 
1949. 6 figs., 3 refs. 


In Malta undulant fever, despite the boiling or 
pasteurization of milk (locally compulsory) and the 
multiplicity and diversity of remedies [a sure sign, as in 
whooping-cough, that none is reliable], remains a major 
problem for epidemiologists and clinicians alike. The 
author, while suggesting that the existence of highly 
virulent and resistant local strains of Brucella melitensis 
may explain his failure to repeat the successes of others, 
considers that a more probable reason is that he has been 
abie to observe larger, controlled series of cases for 
a longer time. He is convinced not only that the treat- 
ments in general use are of little value, but also that some 
aggravate and prolong the disease and others are 
dangerous. Therefore, although his results confirm 
those of Spink et al. (J. Amer. med. Ass., 1948, 138, 
1145), the author is cautious in assessing the value of 
aureomycin in the treatment of 24 cases of Br. melitensis 
infection. 

The series consisted of equal numbers of males and 
females aged from 11 to 55 years and was fairly repre- 
sentative of the various types of the disease occurring in 
Malta; thus 7 were severe or “ malignant’’, 9 of the 
undulant type, 7 of the type with relatively low but 
continuous and “ seemingly interminable ”’ fever, and 
1 was a case of coxitis with positive blood culture. 
In all but 4 of the series blood cultures were positive 
before treatment but in these 4 agglutination titres were 
high. The duration of the disease before treatment 
varied from a fortnight to more than a year. Aureo- 
mycin, in capsules containing 250 mg., was given by 
mouth, the full dose being 2 g. daily divided into 3-hourly 
doses of 250 mg. Experience showed that full doses, 
irrespective of age, were necessary ; but individual doses 
above 250 mg. tended to cause nausea, abdominal pain, 
and vomiting. There were few other toxic reactions. In 
3 cases, temperature suddenly rose and in 2 severe cases 
a fall in blood pressure caused anxiety. Urticaria, 
controlled by administration of an antihistaminic drug, 
occurred on the tenth day in one case. The immediate 
response in all cases was excellent and, except in one 
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case in which increased daily dosage (12-5 g.) was 
necessary, temperature became normal or subnormal 
within 4 days after the establishment of full dosage. 

The fall in temperature was often preceded by general 
improvement and succeeded by gradual decrease in size 
of the spleen. Limitation of the period of dosage to 
8 days resulted in relapse within a few weeks, hence in the 
later cases the full dosage (2 g.) was continued for from 
12 to 14 days; in these no relapses were observed during a 
minimum period of 8 weeks. The blood was cultured 
immediately after treatment had ceased and again at 
intervals of 3 or 4 weeks and, with one exception, in a 
child treated with half the normal dosage, cultures were 
consistently sterile; culture was positive in one out of 
three relapses. Agglutination titres, if initially low, 
continued to rise, and in most cases leucopenia dis- 
appeared within a month. Recent and old infections 
appeared to respond equally well. 

The author concludes that aureomycin is specific for 
Br. melitensis infection and is the only effective remedy 
he has so far used; the optimum dose is not yet estab- 
lished and the production of strains resistant to the 
antibiotic is a possibility. Treatment is simple and safe. 

{[Aureomycin was used with “ striking success”’ by 
Galpine (Brit. med. .J., 1949, 1, 1037) and chloramphenicol 
with equal success by Walley and Cooper (Brit. med. J., 
1949, 2, 265) in the treatment of single cases of abortus 
fever; 2 cases were reported by Scowen and Garrod 
(Brit. med. J., 1948, 2, 1099) in which apparently per- 
manent cures were effected by a combination of 
streptomycin and sulphadiazine.] ££. H. R. Harries 


1837. Gold Therapy in Undulant Fever. (Contribucion 
al estudio de la auroterapia en la fiebre de Malta) 

J. N. RopriGuez. Revista Clinica (Rev. clin. 
esp.] 34, 195-198, Aug. 15, 1949. 17 refs. 


The author describes his experience with gold therapy 
in 15 cases of undulant fever, to which 13 responded 
favourably. In recent comparative studies he has 
shown that sulphonamides and streptomycin administra- 
tion and blood transfusion have a better effect in Brucella 
abortus infections, whilst intravenous injections of 
sodium aurothiosulphate produce very satisfactory 
results in Br. melitensis infection. After 4 or 5 injections 
of 0-05 to 0-25 g..there was usually clinical recovery with 
fall in temperature, disappearance of muscular or articular 
pains, and improvement in appetite and general well-being 
for long periods. Franz Heimann . 


PROTOZOAL INFECTIONS 


1838. The Effect of Ozone in Water on Cysts of End- 
amoeba histolytica 

W. I. NewTon and M. F. Jones. American Journal of 
Tropical Medicine [Amer. J. trop. Med.] 29, 669-681, 
Sept., 1949. 4 refs. 


The relative ineffectiveness of chlorination as a method 
of destruction of Entamoeba histolytica cysts in water has 
induced the authors to carry out tests on the cysticidal 
properties of ozone, which has already proved to be of 
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value as a bactericidal agent in water treatment. The 
ozone used in these experiments was obtained by passing 
oxygen through a 15,000-volt silent discharge, which 
produced 2 to 3% of ozone. The mixture of oxygen and 
ozone was bubbled through a tube into | to 3 litres 
of water in a 3-1. flask for a sufficient time to produce 
the desired concentration of ozone. Cysts of E. histo- 
lytica were obtained by subinoculating cultures grown 
without starch into a medium with starch, in which cysts 
appeared after 3 days. The cyst-containing sediment 
in the cultures was pooled, washed, centrifuged, and 
stored overnight at 5° C. Estimation of cyst yields was 
made by counting 0-05-ml. samples. 

The experimental procedure was as follows: After 
ozonizing the water, the amount of “ applied’ ozone 
was determined in a 100 ml. sample. A little of the cyst 
inoculum was added, to provide a concentration of about 
40 cysts per ml., the flask was shaken, and another sample 
poured off for determination of the “‘ ozone demand ” of 
the cysts. At the desired interval of time a sample was 
poured off for the ozone determination. For the 
recavery of the cysts 500 to 750 ml. was poured into a 
beaker containing sufficient N/100 sodium thiosulphate 
solution to stop the action of ozone and left for 4 to 5 
hours in order to concentrate the cysts, after which the 
supernatant fluid was removed. Dilution counts were 
made of the cysts recovered in the sediment and samples 
containing various numbers were inoculated into culture 
media with rice starch, together with the flora originally 
accompanying the strain of amoeba used. In each 
experiment, control cultures of untreated cysts were made. 
A sample of each culture was examined after 72 hours’ 
incubation at 37°C. and, if negative, the culture was 
subinoculated and re-examined 72 hours later. 

The criterion of survival of cysts exposed to ozone was 
their ability to grow in culture compared with that of 
untreated controls. In the method which was finally 
adopted for the estimation of the results with 5-minute 
ozone residuals, both control and treated cysts were 
inoculated in series of decreasing numbers. Tests with 
control cysts showed that the presence of an average of 
10 cysts per tube would result in a positive culture, while 
growth expectancies were also obtained with 8 and 4 
cysts. On the basis of these figures, estimates of cyst 
destruction were made with cysts inoculated in numbers 
decreasing arithmetically from 2,000 to 125 per culture 
tube. The cyst destruction in 15 experiments ranged 
from 98 to over 99% with 5-minute ozone residuals of 
0:3 parts per million (p.p.m.) and above, produced by 
ozone applications of 0-7 p.p.m. and above. In order to 
determine the importance of contact time cyst samples 
were de-ozonized 4, 1, 3, 5, and 10 minutes after the 
application of from 0-3 to 0-8 p.p.m. ozone. The results 
of these experiments were evaluated by inoculating cysts 
in logarithmically decreasing numbers. In 18 experi- 
ments the maximum cyst destruction (96 to 99%) took 
place after exposure for 1 minute. It was also found that 
variations in the experimental conditions (temperature, 
pH, water used, organic nitrogen) had no marked 
influence on the results obtained. It is concluded that 
ozone in an aqueous solution is highly cysticidal for 
E. histolytica. C. A. Hoare 


1839. Amoebicidal Activity of Bismuthoxy p-N-Glycolyl- 
arsanilate and 7-Iodo-4-(1-Methyl-4-Diethylaminobutyl- 
amino) Quinoline Diphosphate 

E. W. Dennis, D. A. BERBERIAN, and S. S. HANSEN. 
American Journal of Tropical Medicine [Amer. J. trop. 
Med.] 29, 683-689, Sept., 1949. 1 fig., 11 refs. 


In view of promising results obtained in the treatment 
of human amoebiasis with bismuthoxy p-N-glycolyl- 
arsanilate (“Win 10117’) and 7-iodo-4-(1-methyl-4- 
diethylaminobutylamino) quinoline diphosphate (“* Win 
246 ’’), the authors have undertaken a series of screening 
tests with these compounds. The amoebae used were 
(1) a strain of Entamoeba histolytica maintained in 
culture with an associated mixed bacterial flora, and (2) 
E. criceti, a natural parasite of the hamster (Cricetus 
auratus), the incidence varying from 55% in young animals 
to 100% in adults. This amoeba is morphologically 
indistinguishable from E. muris of rats and mice [and is 
probably identical with this species] and, like the latter, 
it does not grow in the usual culture media. Tests in 
vitro were carried out with E. histolytica grown in 
Hansen’s egg-infusion broth medium with rice starch. 
Varying amounts of the drug were mixed with 4-5 ml. of 
medium, to which 0-5 ml. of inoculum was added. 
Observations for amoebicidal activity were made after 
30 and 48 hours of incubation at 37°C. Tests in vivo 
were made with E. criceti. The drug was suspended or 
dissolved in 10% hydrolysed gelatin, and was admini- 
stered orally, twice daily for 5 days, the total daily dose 
being contained in 1 ml. Treated hamsters were killed 
on the day following the last dose and their caecal 
contents were examined for amoebae. 

In vitro, Win 1011 proved to be amoebicidal against 
E. histolytica at dilutions ranging from 1 in 30,000 to 
1 in 35,000, while Win 246 was effective at dilutions 
ranging from 1 in 3,000 to 1 in 7,500. Both compounds 
were more active than chiniofon or diiodo-oxyquinoline 
under similar conditions. In infected hamsters Win 246 
was effective when administered at toxic levels, whereas 
chloroquine was ineffective at lethal doses. On the other 
hand, Win 1011 was found to be highly effective without 
producing any signs of toxicity. It compared favourably 
with chiniofon and diiodo-oxyquinoline but was less 
active than carbarsone. When given orally to human 
beings this drug appeared to be completely non-toxic in 
doses of 0-5 g. 3 times daily for 10 days. In view of these 
findings, the authors recommend that Win 1011 be given 
more extensive trials in the treatment of intestinal 
amoebiasis. C. A. Hoare 


1840. Thioarsenites in Amebiasis. A Clinical Appraisal 
of New Amebacides 

H. H. ANDERSON, H. G. JOHNSTONE, W. Bostick, A. P. 
CHEVARRIA, and H. Packer. Journal of the American 
Medical Association [J. Amer. med. Ass.| 140, 1251-1256, 
Aug. 20, 1949. 21 refs. 


The authors, working at the University of California 
Medical School, San Francisco, the John Gaston 
Hospital, Memphis, Tennessee, and the Hospital San 
Juan de Dios, San José, Costa Rica, have examined 
over 250 diverse chemical compounds and studied their 
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effects in vitro and in vivo in a search for an agent capable 
of controlling and eradicating the cysts as well as the 
motile forms of Entamoeba histolytica. Their researches 
led to the present work on thioarsenites. 

Carbarsone oxide (p-carbamidophenyl arsenious acid) 
was the most active of the agents tested, being some 
10 times more active than carbarsone itself in vitro, but 
was found to have a greater host-tissue toxicity. This 
was overcome by substituting —SH groups for the 
oxygen to give the derivatives p-carbamidophenyl-bis- 
(carboxymethylmercapto)-arsine, (“914”) and p-carb- 
amidophenyl - bis - (2 - carboxyphenylmercapto) - arsine 
(“ 1037 

These were given in total doses of 3 to 7-2 g. by mouth 
over 7 to 24 days to 82 patients with amoebiasis and other 
protozoal infections. Of 77 infected with E. histolytica, 
74 became free from infection over a 4-month follow-up 
period. The remaining 18 patients, infected with 
Dientamoeba fragilis (2), Strongyloides stercoralis (12), 
Fasciola hepatica (2), Leishmania tropica (2) and Tre- 
ponema pertenue (3), derived no benefit. Tests of the 
urine, blood, and hepatic, renal, and cardiac function 
revealed no toxic effects after a dose of 3 g. orally in 10 
days or of 7-2 g.in 24 days. In addition, 13 patients with 
acute dysentery received retention enemata containing 
** 1037’ (3 to 6 g. in 6 days) with benefit and without 
any toxic effects on the mucous membranes of the lower 
bowel. No cutaneous reactions were observed, but 
nausea and vomiting occurred in 12 cases with 200 mg. 
doses: this was eradicated by giving the tablets a phenyl 
salicylate coating. The detoxication of carbarsone 
oxide by substituting —SH groups thus permits the use 
of the active tervalent form of arsenic and the authors 
suggest giving enteric-coated tablets of 25 to 50 mg. 
orally 3 times daily over a 10-day period. 

Malcolm Woodbine 


1841. Oriental Sore: Recent Appearance of Cases in 
Argentina. (El boton de oriente. La reciente aparicion, 
en nuestro medio, de varios casos introducidos por 
inmigrantes italianos) 

A. A. CorDERO. Prensa Médica Argentina [Prensa méd. 
argent.| 36, 1775-1782, Sept. 9, 1949. 8 figs., 8 refs. 


This article is designed to call the attention of physicians 
to a condition, common enough in the Middle East and 
in parts of Italy, but rare in the Argentine. Cutaneous 
leishmaniasis, as espundia, is well known in the Argen- 
tine, but oriental sore is not. The condition is, however, 
becoming more frequent since the Argentine government 
sent out invitations favouring the immigration of 
Italians. During 1948 more than 18,000 Italians entered 
the country. 

In the present paper 4 cases are detailed. The signs 
and symptoms were typical and would be recognized at 
once by those familiar with the disease. Three of the 
patients were young men of 19 years, the other was 
25 years of age. One had a lesion of the left elbow, one 
of the lower eyelid, one of the left thumb and wrist, and 
one of the dorsum of the right hand. All had come 
from Italy. In appearance the lesions were typical, but 
various diagnoses had been made: pyodermatitis, lupus 


vulgaris, and syphilitic chancre. The disease had existed 
for 5 months in one patient and for 7, 9, and 12 months 
in the others. Appropriate treatment with 1% tartar 
emetic injections intravenously in progressive doses and 
the local application of carbonic-acid snow brought about 
a speedy cure. H. Harold Scott 


1842. Rapid Treatment of Chinese Kala-Azar with Urea 
Stibamine. A Report of Twelve Cases 

Tzu Ta CHEN. Annals of Tropical Medicine [Ann. trop. 
Med. Parasit.] 43, 174-181, Oct., 1949. 4 figs., 12 refs. 


1843. ‘“* Nivaquine ’’ (“ Sontoquine ’’) in the Treatment 
of Giardiasis. (La nivaquina (sontoquina) en el trat- 
amiento de la giardiasis) 

G. SOBERON, Y. PARRA, and D. PELAEZ. Revista Kuba 
de Medicina Tropical y Parasitologia [Rev. Kuba Med. 
trop. Parasit.| 5, 110-113, July—Aug., 1949. Biblio- 
graphy. 

The question whether Giardia lamblia is or is not 
pathogenic, though discussed for many years, is not yet 
decided, but its presence is often associated with diar- 
rhoea, especially in children. Lately, “‘ sontoquine ’’ or 
** nivaquine ”’ has been shown to be as efficacious as, and 
less toxic than, chloroquine in treatment of giardiasis, to 
be well tolerated at all ages, and not to stain the skin 
yellow, as some antimalarials do. There are several 
varieties of nivaquine, combined in the following way : 
nivaquine C with hydrochloric acid, nivaquine M with 
methylenedioxynaphthol, and nivaquine R with resorcin 
carbonate. The first, nivaquine C, is most used because 
of its ready absorption, elimination, and solubility. It is 
taken in the form of pastilles, each of 0-1 g., and adults 
were given three of these daily (as for malaria) for 5 
consecutive days; children received doses proportionate 
to age. FFaeces were examined before treatment, after 
the 5-day course, and at intervals for some months. 

Of 64 patients so treated all showed rapid improve- 
ment clinically; 37 were kept under observation for con- 
siderable periods (for months in some cases); 5 relapsed. 
The cause of such relapses was not determined; they 
might have been due to inadequate dosage in the first 
instance, to persistence of the parasite in the bile passages 
(duodenal intubation was not attempted), or to re-infec- 
tion in the home, for in many instances others in the 
family were also found infected. H. Harold Scott 


1844. Complement Fixation Test in Toxoplasmosis and 
Persistence of the Antibody in Human Beings 

A. B. SaBin. Pediatrics [Pediatrics] 4, 443-453, Oct., 
1949. 15 refs. 
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1845. The Parasite Rate in High Altitude Malaria 
J. 1. Roperts. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 52, 160-169, Aug., 1949. 

Malaria due to Plasmodium falciparum in Nairobi at an 
altitude of 5,400 to 5,700 ft. (1,650 to 1,740 m.) is charac- 
terized by scanty original infections, often undiagnosed, 


- 
|- 
n 
ig 
e 
in 
2) 
4S 
Is 
ly 
is 
Tr, 
in 
in 
h. 
of 
d. 
er 
vo 
or 
1i- 
se 
ed 
ist 
to 
ns 
ds 
ne 
46 
ier 
oly 
ess 
an 
in 
ese 
en 
nal 
P. 
Pan 
56, 
nia 
fon 
yan 
1ed 
eir 


442 


with little or no anaemia and no splenic enlargement. 
A low-grade parasitaemia becomes chronic without 
causing typical symptoms. The vector is Anopheles 
gambiae, but, although over 25% of African children are 
infected, the sporozoite rate in these predominantly 
human-feeding mosquitoes is low (about 0- 5%) Tables 
are given showing monthly parasite rates in African, 
Asiatic, and European patients, infections amongst the 
latter showing a greater tendency to be of the scanty type. 
{No mention is made of drug prophylaxis as a possible 
factor among Europeans.] Apparently little parasite 
immunity is developed by any of the races except to the 
local strain and they may succumb to heavy infections 
when moved. The possibility of a parasite periodicity is 
invoked to explain an annual increase in malaria rate 
not due to rainfall. Clement Chesterman 


1846. The Treatment of Malignant Tertian Malaria 
G.Covett. British Medical Journal (Brit. med. J.] 2, 
773-777, Oct. 8, 1949. 12 refs. 

Early diagnosis of malignant tertian malaria is very 
important, and the various deceptive clinical features of 
the disease should be borne in mind. Recent investiga- 
tions have produced strong evidence that there is a pre- 
erythrocytic phase of development of Plasmodium 
falciparum in man, and the mode of action of antimalarial 
drugs is related to the three developmental phases as the 
following table shows: 


Action on 
Class of Drug | Ery- Ery- 
Pre- throcytic | throcytic 
th aes hase Phase 
Phan 1¢ | (Asexual | (Sexual 
oe Forms) | Forms) 

Cinchona alkaloids | 

(e.g., quinine) + ~ 
9-Aminoacridines (e. g., 

4-Aminoquinolines (e. g. 

chloroquine, camo- | 

quin).. 
8-Aminoquinoiines (e.g. | 
pamaquine, pent- | 
aquine, isopent- 

aquine + 
Biguanides (e. pro- 

uanil) + | + | —* 

Su phonamides (e.g. 
sulphapyrazine, sul- 

phamerazine) - - | + | - 


* But prevents completion of development in the mosquito. 


The biguanides are, in practice, the only true causal 
prophylactics, for the 8-aminoquinolines act on the pre- 
erythrocytic phase only in doses dangerous for routine 
use. The prophylactic dosage of proguanil (“ palu- 
drine ”’) is 100 mg. daily for non-immune persons and 
300 mg. as a single weekly dose for native inhabitants; 
it can safely be administered by laymen. The prophy- 
lactic doses of the suppressive drugs are: quinine, 10 gr. 
(0-6 g.) daily; mepacrine, 100 mg. daily for 14 days 
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before exposure to infection and for one month after 
leaving the endemic area; chloroquine, 300 mg. of the 
base (500 mg. of the diphosphate) once a week; camo- 
quin, 500 mg. once a week. The dosages for treatment 
of an attack are, respectively: quinine, 20 to 30 gr. 
(1:2 to 1-8 g.) daily; mepacrine, 600 to 900 mg. for 1 to 
2 days, then 300 mg. daily for 5 to 7 days; chloroquine, 
600 mg. once, then 300 mg. daily for 2 days; camoquine, 
600 to 1,000 mg. as a single dose, or up to 400 mg. three 
times a day for 5 days; proguanil, 300 mg. daily for 
10 days. Proguanil is the least toxic drug and sterilizes 
gametocytes but it fails with some strains. A dose of 
300 mg. twice daily for 10 days reinforced by 900 mg. of 
mepacrine divided into 3 doses on the first day has been 
rapidly effective, and probably reinforcement with chloro- 
quine or camoquin would be at least equally good. A 
follow-up course with a weekly maintenance dose of 
100 mg. of proguanil, chloroquine, or camoquin for 6 
weeks should be given. 

For dispensary treatment of the native population a 
single dose of 300 mg. of proguanil or chloroquine, or of 
600 to 1,000 mg. of camoquin, has beeen found effective. 
The choice of a drug in future may depend partly on its 
cost. 

Pernicious forms of malignant tertian malaria require 
urgent measures: quinine dihydrobromide or dihydro- 
chloride, 10 gr. (0-6 g.) in 20 ml. of normal saline intra- 
venously very slowly; mepacrine sulphonate, 200 mg. 
intramuscularly into each buttock; chloroquine or 
camoquin intramuscularly; quinine sulphate, 15 to 
30 gr. (1 to 2 g.) per rectum in thin starch paste. Pro- 
guanil acts too slowly for use in urgent cases. 

J. F. Corson 


1847. Studies in Human Malaria. XVI. Results of 
Massive Subinoculation During Latency from Patients 
Infected with St. Elizabeth Strain Vivax Malaria 

W. C. Cooper, D. S. RunHe, and G. R. CoatTney. 
American Journal of Hygiene {Amer. J. Hyg.] 50, 189-193, 
Sept., 1949. 1 fig., 6 refs. 


It is usually impossible to demonstrate parasites 
microscopically in the peripheral blood in the long latent 
periods of benign tertian malaria. The authors, working 


. in the Laboratory of Tropical Diseases, Maryland, U.S.A., 


and using the St. Elizabeth strain of Plasmodium vivax, 
have now confirmed the findings of Fairley et al. (Trans. 
R. Soc. trop. Med. Hyg., 1947, 40, 621) that it is also 
impossible to demonstrate the existence of parasites in 
the circulating erythrocytes by the technique of massive 
subinoculation of volunteers. They used as donors 6 
subjects who had been previously infected by mosquito 
bites and had had suppressive treatment for the initial 
attacks. In only one of the 6 recipients, all of whom 
received 250 ml. blood, did malaria with parasitaemia 
develop and in this case the donor was shown by the 
subsequent early development of fever to be on the verge 
of a relapse. The other 5 recipients remained free from 
parasites for 3-5 months, after which they were inoculated 
with blood estimated to contain 100,000 St. Elizabeth 
P. vivax parasites. Infection developed in all five. 
A second similar experiment with 4 donors in the latent 


=5 


MALARIA 443 


period produced no fever or parasitaemia in 4 recipients 
during an observation period of 14 months. The donors 
in all instances developed malaria at varying intervals 
subsequent to the removal of blood for the subinocula- 
tion experiments. The results of these experiments 
amply confirm Fairley’s findings that parasites may be 
absent microscopically and subinoculations may be 
negative and yet frank attacks of malaria may occur later. 
Discussing the problem of this long-term latency in 
benign tertian malaria the authors consider chiefly two 
possibilities: (a) that during this period there is no 
erythrocytic invasion by parasites; and (b) that the 
blood contains immune bodies which destroy the circu- 
lating parasites. They consider the former possibility 
the more likely explanation. William Hughes 


1848. Studies in Human Malaria. XVII. Trials of 


Quinacrine, Colchicine (SN 12,080) and Quinine Against 
Chesson Strain Vivax Malaria 

G. R. CoaTNngey, W. C. Cooper, D. S. Rune, and M. D. 
YounG. American Journal of Hygiene [Amer. J. Hyg.] 
50, 194-199, Sept., 1949. 1 fig., 12 refs. 


The authors have identified a strain of Plasmodium 
vivax which in its relapse characteristics resembled the 
strain studied by Fairley (7Jrans. R. Soc. Trop. Med. Hyg., 
1945, 38, 311) in New Guinea infections during the war. 
They have named it the Chesson strain. In protective 
trials they found that in 3 human volunteers infection was 
not prevented by giving quinacrine (mepacrine) daily for 
4 days before, on the day of, and for 6 days after, infec- 
tion. The dose was 0°8 g. the first day and 0-4 g. daily 
thereafter. In a second group of 3 volunteers the drug 
was given in the same dosage for 20 days after infection 
(a total of 25 days) but this did not prevent later develop- 
ment of malaria. In 3 controls malaria developed 13 
to 15 days after exposure. Colchicine given to 6 
volunteers in doses of 0-0005 g. every 8 hours on the day 
of, and for 6 days after, exposure exerted no suppressive 
effect. Given with quinine in the acute stage it showed 
only equivocal results in the prevention of relapses. In 


‘therapeutic trials they found that overt attacks responded 


regularly to mepacrine. Five of 7 primary attacks were 
followed by relapse in 31 to 133 days. The median 
interval between treatment and subsequent relapse in 
treated cases was 50-5 days. This interval is much 
shorter than that observed in the case of strains with 
which they have previously worked. This characteristic, 
the authors consider, will make the new strain most 
useful in therapeutic trials of new remedies. 
William Hughes 


1849. Status of Immunity Following Cure of Recurrent 
Vivax Malaria 

E. H. Yount and L. T. COGGESHALL. American Journal 
of Tropical Medicine {Amer. J. trop. Med.] 29, 701-705, 
Sept., 1949. 4 refs. 


A group of 21 volunteers who had never had malaria 
were infected with the Chesson strain of Plasmodium 
vivax by inoculation of sporozoites; after one or more 
febrile attacks they were treated with pentaquine, 60 mg., 
and quinine, 2 g., given daily for 14 days. After various 


intervals they were reinoculated—10 with sporozoites 
of the Chesson strain, 8 with trophozoites of the Chesson 
strain, and 3 with trophozoites of the Elizabeth strain of 
P. vivax. The development of immunity was judged by 
the symptoms and by the number of parasites in the 
blood when the temperature was 103° F. (39-4° C.) (the 
pyrogenic threshold). Details are shown in three tables. 
In the group of 10 subjects reinfected with sporozoites 
7 had had less than 4 previous attacks before cure, and in 
these the attacks following reinfection resembled the 
previous attacks except that the pyrogenic threshold was 
higher; the other 3, who had had 4 or more previous 
attacks, developed parasitaemia after reinfection, but 
had few symptoms and no temperature above 100° F. 
(37°8° C.); clinical symptoms were less than in the last 
previous relapse, showing that some humoral immunity 
remained aftercure. In the group of 8 subjects reinfected 
with trophozoites no host resistance was noted except 
in one, who had a pyrogenic threshold higher than in the 
initial attack, but lower than in his fifth and last previous 
attack. In the group of 3 volunteers reinfected with 
trophozoites of the Elizabeth strain there was no sign of 
cross-immunity. The authors conclude that immunity to 
malaria exists after the subject has been cured, but that it 
is rapidly lost; they think that there is little hope of 
obtaining an effective vaccine for malaria. J. F. Corson 


1850. Acquired Resistance to Proguanil in Plasmodium 
falciparum 

D. R. SEATON and A. R. D. ApaAms. Lancet [Lancet] 2, 
323-324, Aug. 20, 1949.. 7 refs. 


The authors report the experimental development in 
a West African strain of Plasmodium falciparum of high 
resistance to proguanil (‘‘ paludrine’’). In November, 
1947, a single dose of 300 mg. of proguanil would clear 
the parasites from the blood of the original patient 
within 24 hours. The strain was passed by intravenous 
injection of blood through a series of 10 neurosyphilitic 
patients (and a collateral series of 4) over a period of 44 
weeks. When parasites appeared in an _ inoculated 
patient he was given proguanil in doses insufficiently 
large to clear the parasites from his blood, but large 
enough to prevent the development of cerebral malaria. 
This was continued for varying periods (1 to 9 weeks) in 
different patients, then the next subinoculation was 
made and the resistance of the parasites was tested by 
giving the patient a 10-day course of larger doses of 
proguanil. The details are shown in a table. By the 
10th passage the parasites resisted a dosage of 1,000 mg. 
given daily for 10 days, which is about the maximum 
tolerated dosage, and considerable resistance was also 
evident from the 7th passage onwards. 

Batches of mosquitoes (Anopheles stephensi) were put 
to feed at the 11th and 12th passages and one insect 
became infected. Sporozoites from its salivary glands 
were injected into a patient intravenously and malaria 
developed after 10 days. After a further 4 days he was 
given proguanil, 600 mg. daily for 3 days and then 1,000 
mg. daily for 6 days. The parasites persisted in his 
blood throughout this course, but were very few on the 
last day. Four days later fever and heavy parasitaemia 
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recurred and he was given proguanil 1,000 mg. daily for 
12 days; this caused the disappearance of the parasites 
and fever for a few days, but they recurred and on the 
12th day, owing to the patient’s condition, mepacrine had 
to be given. The resistance to proguanil was unaffected 
by passage through the mosquito. The authors discuss 
the question whether resistance is likely to develop 
from the use of proguanil in malarious countries and 
conclude that the risk is slight. [See also Abstracts of 
World Medicine, 1949, 6, 750.] J. F. Corson 


1851. The Treatment of Falciparum Malaria with 
Intramuscular Chloroquine 

C. G. SPICKNALL, L. L. Terry, and G. R. COATNEY. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 218, 374-377, Oct., 1949. 1 fig., 12 refs. 


A series of 8 patients with subtertian malaria (Plas- 
modium falciparum) were treated with intramuscular 
injections of chloroquine at the United States Marine 
Hospital; 6 of them had had treatment with quina- 
crine (mepacrine) or quinine 12 to 42 days previously. 
Each patient was given an injection of 0-2 g. of chloro- 
quine in 5 ml. of water and one received a second injec- 
tion of the same dose 3 days later. After 2 to 5 days a 
routine course of oral chloroquine was given to all. 
The asexual forms of the parasite rapidly disappeared 
from the blood and in 6 cases none were found after the 
first dose; gametocytes were present in 4 cases and were 
unaffected by the drug. The clinical effects were very 
striking, marked improvement occurring in 1 to 2 days 
and nausea and vomiting, present in 3 patients, subsiding 
promptly after one dose. No toxic effects were noted. 
None of the patients was critically ill, so no conclusions 
can be drawn about the best method of administration 
of the drug in such cases. This appears to be the first re- 
port of treatment of subtertian malaria by the intra- 
muscular injection of chloroquine. J. F. Corson 


1852. The First Field Tests of Recorded Mosquito 
Sounds Used for Mosquito Destruction 

M. C. KAHN and W. OFFENHAUSER. American Journal 
of Tropical Medicine {Amer. J. trop. Med.] 29, 811-825, 
Sept., 1949. 6 figs., 6 refs. 


The authors have previously described laboratory 
experiments in which they made records of the sounds 
made by various mosquitoes, reproduced and amplified 
the sounds from the records, and noted their properties 
and the reactions of other mosquitoes to them (Trop. 
Dis. Bull., 1945, 42, 661, and 1948, 45, 213). In the 
present paper they describe field experiments made in 
» Cuba. Preliminary laboratory experiments showed that 
the amplified reproduction of a record of the sounds 
made by a single female mosquito attracted males of the 
same species. A record was then made of the sound of a 
single female Anopheles albimanus, trapped at the Husillo 
Swamp, giving periods of sound lasting for 7 seconds 
repeated at intervals of 5 seconds. The loud-speaker, 
surrounded by an electrically charged screen, was 
placed at a point 60 yards (55 m.) from the swamp. 
The numbers and sex of the mosquitoes killed by contact 


with the screen during evening periods on consecutive 
days were recorded and compared with the catch in a 
control test with silent loud-speaker and with the catches 
in a cattle trap in the same locality. Far more A. 
albimanus were killed by the loud-speaker trap than were 
caught in the cattle trap; both the total number and the 
proportion of males (91%) killed with the loud-speaker 
in action were much higher than in the control test with 
silent loud-speaker (31% males). The playing of the 
record would not induce any alteration of the normal 
time of flight activity of the male mosquitoes, but it 
attracted them to the screen during periods of normal 
activity; males of other species were little, if at all, 
attracted. Various interesting observations concerning 
the pitch and volume of the sounds are reported and 
electrical and other details are given; the paper is illus- 
trated with photographs and diagrams. J. F. Corson 


See also Section Hygiene and Public Health, Abstract 
1450. 
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1853. Chloroquine and Clonorchiasis. (Cloroquina y 
clonorchiasis) 

J. G. BASNUEVO. Revista Kuba de Medicina Tropical y 
Parasitologia [Rev. Kuba Med. trop. Parasit.| 5, 105-110, 
July—Aug., 1949. 19 refs. 


Infestation with Clonorchis sinensis is common in 
South China, Japan, Korea, Formosa, and French Indo- 
China. It occurs also in Hawaii among those who eat 
fish imported from China, and in Cuba among those who 
have been infested in one of the countries mentioned. 
Hitherto, the only treatment apparently giving favourable 
results has been administration of gentian violet. In 


1946, the author started giving chloroquine for fascioliasis_ 


and clonorchiasis and, incidentally, for giardiasis. 

Five cases of infestation with Clonorchis are referred to 
in detail in the present paper; all but one of the patients 
had been for years—one for as many as 20 years—in 


Cuba; others had returned to China for a visit. All 


were fond of a typical Chinese dish prepared from raw 
tunny or some such fish. The patients were passing 
the ova in their stools and ova were also present in the 
bile. Two were cured by chloroquine treatment, three 
were not. 

One man aged 40 who was cured had lived in Cuba for 
the past 13 years; he complained of loss of appetite and 
digestive troubles. He had an anaemia, and ova of 
Clonorchis were found in faeces by direct smear, and 
in the bile. He was given 4 tablets of chloroquine di- 
phosphate, each of 0-25 g., daily for 3 days, and 2 daily 
for the succeeding 20 days. After 8 days, when a total 
of 6 g. had been given, the faeces showed no ova. After 
he had had 13 g., that is, after completion of the course, 
the faeces were still clear of ova and none was seen in a 
centrifuged specimen of 20 ml. of bile. One patient had 
an attack of vomiting on the third day of treatment, but 
when the dose was reduced to 2 tablets daily this ceased 
and did not recur; all the others tolerated the drug well. 
One patient was infested also with Ascaris lumbricoides, 
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Fasciolopsis buski, and Trichuris trichiura. Ova of the 
first were no longer seen after two female worms had been 
expelled; those of Fasciolopsis were much fewer, though 
the infestation had been heavy; the numbers of Trichuris 
ova did not seem to be diminished. H. Harold Scott 


1854. Schistosome Dermatitis in New Zealand. Part I. 
The Parasite 

W. V. MACFARLANE. American Journal of Hygiene 
[Amer. J. Hyg.] 50, 143-151, Sept., 1949. 2 figs., 15 
refs. 

‘“* Bathers’ itch ’’ has been recognized in New Zealand 
for more than 30 years. The author has been surveying 
the affected area of country during vacations for the past 
4 years and has now identified a new cercaria which may 
be the cause of the dermatitis. The parasites were 
found in Myxas and Limnaea snails in Lakes Wanaka, 
Hayes, and Wakatipu. The sporocysts were found in the 
digestive gland and haematocele of the affected molluscs. 
The free-living cercariae are bievifurcate apharyngeate 
distomes. The measurements are: body 322 p long, 
tail 484 yx, and furca 252 yw in specimens fixed in boiling 
formol. Attempts to infesi the domestic duck, pigeon, 
canary, and domestic fowl with cercariae yielded negative 
results. The teal (Fuligula novae zealandii) inhabits the 
infested waters and feeds over the weeds in which 
the mulluscan hosts live. Two teals were infested by 
cercariae which were given by mouth and applied to the 
axillae. One died after 3 weeks but from the other 
miracidia were hatched after 3 weeks and continued to 
appear for 3 months, after which the teal was killed. 
Intensive search failed to reveal adult schistosomes in the 
tissues. Nevertheless on experimental and oecological 


grounds, the author considers it likely that the teal is the - 


definitive host. He has named the cercaria C. longicauda 
and classified it in Miller’s group D of schistosomes. 
William Hughes 


1855. Schistosome Dermatitis in New Zealand. Part IT. 
Pathology and Immunology of Cercarial Lesions 

W. V. MACFARLANE. American Journal of Hygiene 
“i J. Hyg.] 30, 152-167, Sept., 1949. 12 figs., 27 
refs. 


The author, having isolated cercariae from the local 


molluscs in New Zealand lakes, studied experimental - 


infestation with cercariae (C. longicauda) and compared 
the resulting lesions with those of ‘ bathers’ itch”. 
The experimental lesions were caused either by pipetting 
the cercariae on to the skin or by strapping on crushed 
infected molluscs. Primary and secondary lesions 
could be differentiated by serial infestations and by the 
use of antigens. Of 32 previously non-infected subjects 
the application of cercariae produced no rash in 8. 
In the rest the primary reaction included a prickly sensa- 
tion or intense itching which occurred in a matter of 
hours and was presumably due to the cercariae penetrat- 
ing the skin. The development of macules and papules 
was irregular. When the latter occurred about the 
8th day, as happened in 2 cases, development of papules 
was associated again with itching and was followed 
by desquamation. In 19 previously exposed subjects 
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infestation gave rise to a more uniform reaction. A 
prickling itch was felt within 20 minutes and macules 
developed within 14 hours. Papules developed at 10 to 
18 hours and these in turn became wheals with extensive 
flare. The itch persisted for 3 to 8 days. The lesions 
subsided within 10 days leaving some hyperpigmentation. 

The pathology of the lesions was studied by biopsy in 
serial infections. In the primary lesions there is slow 
dissolution of the parasite with the formation of hyper- 
keratotic plaques. The parasite penetrates just below 
the stratum corneum. The secondary lesion shows an 
allergic type of reaction characterized by rapid develop- 
ment and early removal of the parasite. There is more 
oedema and the epidermis is infiltrated with macrophages 
and small round cells. 

Application of antihistamine preparations locally is 
reported effective in relieving the itching. Dimethyl- 
phthalate 41°%% in lanoline cream prevented the penetra- 
tion of cercariae applied experimentally. Copper 
sulphate, 2 parts per million in water, killed the molluscan 
hosts in 30 minutes. William Hughes 


1856. Clinical and Diagnostic Features of Schistosomiasis 
Japonica. A Review of 200 Cases 
C. C. Linc, W. J. CHENG, and H. L. CHUNG. Chinese 
Medical Journal (Chin. med. J.| 67, 347-366, July, 1949. 
Bébliography. 


The clinical and laboratory findings in 200 cases of 
schistosomiasis japonica in China are reviewed. In 17 
early cases the main features were fever, cough, diar- 
rhoea, urticaria, enlargement of the liver and spleen, and 
an eosinophilic leucocytosis. The protean manifesta- 
tions of the late stage depend upon the location of ova 
deposition and subsequent tissue reaction. Dysenteric, 
respiratory, gastric, uterocervical, and subclinical forms 
occur, with periportal cirrhosis, splenomegaly, appendi- 
Citis, intestinal obstruction, mesenteric vascular occlusion, 
abdominal masses and carcinoma, and cerebral, myelitic, 
and other ectopic lesions. Demonstration of the ova 
provides the only certain means of diagnosis. The 
following methods are used: stool examination by direct 
smear, sedimentation, and hatching: biopsy of recto- 
sigmoid tissue; liver biopsy; and examination of 
surgically removed tissues. Sigmoidoscopic changes 
were found in 46 of 73 cases, in which biopsy usually 
showed the ova. Biopsy of normal-looking rectosigmoid 
mucosa also revealed the ova in a number of cases and 
should be carried out when the stools are negative. 
Fouadin provéd less effective in treatment than tartar 
emetic, despite the greater toxicity of the latter drug. 
The importance is stressed of early and thorough treat- 
ment and of improving the nutrition of the patient. 

J. L. Markson 


1857. The Control of Schistosomiasis Japonica. V. 
Studies on the Penetration of Various Types of Unim- 
pregnated Uniform Cloth by Cercariae of Schistosoma 
japonicum 

G. W. Hunter, H. J. BENNETT, N. H. Fry, J. See, and E. 
GREENE. American Journal of Tropical Medicine [Amer. 
J. trop. Med.) 29, 723-737, Sept., 1949. 7 figs., 20 refs. 
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1858. Retrograde Oxyuris Infection: ‘“ Retrofection ’’. 
(Retrograde Oxyuren-Infektion, “* Retrofektion *’) 

W. Scuirener. Zentralblatt fiir Bakteriologie, Para- 
sitenkunde u. Infektionskrankheiten Abteilung 1, Ori- 
ginale [Zbl. Bakt. (1 Abt. Orig.)| 154, 220-234, Aug. 25, 
1949. 3 figs., 22 refs. 


About 20 to 50 free larvae of Oxyuris were placed on 
the rectal mucosa of 3 volunteers, in whom infestation had 
previously been carefully excluded. After 76 days in 
2 cases and 43 days in the other case ova were found on 
the anal skin, and this was followed by a short attack 
of Oxyuris infection which later recurred.in the form of 
isolated attacks for a long time, usually at intervals of 
5 to 7 weeks. This observation disproves the theory that 
the Oxyuris ovum must pass through the stomach, but it 
is considered that “ retrofection”’ probably does not 
occur naturally. E. Neumark 


1859. Studies on Filariasis in the Philippines. II. 
Treatment of Bancroftian Filariasis with Hetrazan 
.M. TuBancut and B. D. Casrera. Acta Medica 
Philippina {Acta med. Philipp.] 6, 1-7, July—Sept., 1949. 
8 refs. 


A group of 11 adult male subjects in whom Filaria 
bancrofti had been shown to be present in the night blood 
were treated with “ hetrazan diethylcarbamazine”’, a 
piperazine derivative. Dosage was 2 mg. per kg. body 
weight given orally thrice daily after food for 10 to 30 
days. Night-blood control consisted of examination of 
a thick drop (20 c.mm.) of whole blood and 2 ml. 
of haemolysed and centrifuged blood. Aggravation of 
general and local symptoms was noted during the first 
few days of administration, without any serious side- 
effect appearing. Although there was a rapid and sus- 
tained reduction (by 94 to 99°) in the number of circu- 
lating microfilariae within 3 days, it was found that only 
4 out of the 11 patients were quite free from infection 
11 months after treatment, the results suggesting that 
the drug should be given for a period of at least 15 days 
to be successful. Some clinical improvement was noted 
in one case of lymph scrotum, and it is claimed that 
reduction in the numbers of circulating microfilariae has 
a value in filariasis control, even if the infection is not 
eradicated. Clement Chesterman 


RHEUMATIC FEVER 


1860. The Anti-exudative Action of Heparin in Acute 
Rheumatism. (Héparine et rhumatisme. L’action anti- 
exsudative de l’héparine) 

E. DonzeLot and H. KAUFMANN. Presse Médicale [Pr. 
méd.} 57, 989-991, Oct. 29, 1949. 4 figs., 8 refs. 


The authors used heparin in the treatment of 8 cases 
of acute rheumatism which had failed to respond to 
salicylate therapy [salicylate dosage and blood levels are 
not given]. They observed dramatic improvement in 
7 cases, which included 2 cases of severe pancarditis. 
For mild cases 100 mg. of heparin was given intra- 
venously 8-hourly for at least 5 to 7 days. In severe 
cases 300 mg. of heparin in 500 ml. of normal saline was 


infused over 24 hours, the daily dosage being gradually 
increased to 600 mg. and modified so that the coagulation 
time did not exceed 40 minutes. The course lasted for 
one week, and was repeated after several days in cases 
in which response was incomplete. Joint pains and 
swelling quickly subsided, abnormal cardiac physical 
signs and electrocardiographic changes disappeared, 
and erythrocyte sedimentation rates returned to normal; 
improvement continued after cessation of this treatment. 
After further observations of this therapy in chronic 
polyarthritis, pleural and pericardial effusions, pul- 
monary oedema, and post-phlebitic chronic oedema the 
authors consider that heparin has an anti-exudative 
effect, promoting resorption of exudates and oedema, as 
well as maintaining blood fluidity. I, Ansell 


1861. Oral Penicillin for Children with Rheumatic 
Fever 
J. W. Horer. Journal of Pediatrics [J. Pediat.] 35, 
135-144, Aug., 1949. 43 refs. 


A satisfactory level of penicillin in plasma for about 
3 hours after each dose was obtained by giving orally 
tablets of penicillin, buffered with calcium carbonate and 
suitably flavoured, in doses of 100,000 units twice a day. 
In 63 children who received this treatment for 7 months 
there was no group-A haemolytic streptococcal upper 
respiratory disease, and only one child was found to be a 
carrier. Of 64 controls, 4 had group-A haemolytic 
streptococcal upper respiratory infection and 11 were 
proved carriers. It is suggested that this method. of 
treatment is likely to be effective in the prevention of 
rheumatic fever. R. S. Illingworth 


1862. Further Studies on Oral Penicillin in the Prophy- 
laxis of Recurrent Rheumatic Fever 

M. M. MALIner, S. D. AMSTERDAM, and C, C. ARRECHE. 
Journal of Pediatrics {J. Pediat.] 35, 145-150, Aug., 1949. 
2 figs., 12 refs. 


Penicillin lozenges, containing 5,000 units each, were 
given to 22 children one hour after meals. They were 
found to produce a penicillin level of 0-5 to 2 units per 
ml. of throat secretion at the end of one hour, a level 
high enough to ensure bacteriostasis of susceptible 
organisms for practically 2 hours. There was no 
noticeable amount of penicillin in the blood. Twenty- 
two children were given dummy lozenges not containing 
penicillin. Throat swabs from 4 of the treated children 
showed a growth of haemolytic streptococci, 34 of 
Streptococcus viridans, and 4 of Staphylococcus aureus. 
The authors conclude that this treatment should be of 
value in preventing relapses of rheumatic fever. 

' The role of the 22 control children is obscure, because 
the result of throat swabs from these children is not 
given.] R. S. Illingworth 


1863. Serological Studies in Rheumatic Fever. II. 
Serum Complement in the Rheumatic State 

E. E. Fiscuer, R. H. Pauw, and J. Les. Journal of 
Clinical Investigation [J. clin. Invest.] 28, Part If, 1172- 
1181, Sept., 1949. 4 figs., 25 refs. 
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1864. The Evolution of the Term Chancre and Its Relation 
to the History of Syphilis 

H. Kett. Journal of the History of Medicine and Allied 
Sciences [J. Hist. Med.] 4, 407-416, 1949. Bibliography. 


The term “ chancre ”’ is usually applied to the primary 
lesion of syphilis. The older conception of “ soft” 
chancre (chancroid) and “ hard” chancre (syphilis) has 
given place to a more correct description since it has been 
found that the clinical significance of the terms “ hard ” 
and “ soft’ is not always justified. During the Middle 
Ages, and for long after, French physicians applied the 
word “ chancre ”’ indiscriminately to any ulcerative lesion 
of the genital organs, having borrowed the word from the 
Latin cancer, which meant an ulcer, not necessarily 
malignant. Ambroise Paré is sometimes credited with 
having introduced the term chancre into medical litera- 
ture, a statement questioned by the present author, who 
attributes it to earlier surgeons. 
was much confusion, not only between cancer and 
chancre, but between the several varieties of venereal 
disease. The earliest use of the word “ chancre”’ in 
English is to be found in the translation of Nicolas de 
Blegny’s treatise on venereal disease (1676). In 
eighteenth century works the word was freely used and 
John Hunter’s celebrated description led to the adoption 
of the name “‘ Hunterian chancre”’. Nevertheless the 
nomenclature remained vague until the discovery of the 
bacterial cause of each disease led to the clear separation 
of venereal diseases. The gonococcus was discovered in 
1879, Ducrey’s bacillus in 1889, and Spirochaeta (Tre- 
ponema) pallida in 1905. Chancre then became the 
clear-cut name of the primary syphilitic lesion. 

Douglas Guthrie 


1865. Pinel’s Conception of the Psychopathic State. 
Historical Critique 

J. KAvKA. Bulletin of the History of Medicine [Bull. 
Hist. Med.) 23, 461-468, Sept.—Oct., 1949. 10 refs. 


Pinel classified mental disease into five main categories: 
“(a) melancholia, or delirium upon one subject ex- 
clusively; (6) mania without delirium: (c) mania with 
delirium; (d) dementia, or the abolition of the thinking 
faculty; (e) idiotism, or obliteration of the intellectual 
faculties and affections.” The author of this paper 
freely translates these categories into present-day 
nomenclature as: depressions, psychopathic personality, 
manic psychosis, schizophrenic psychosis, and mental 
deficiency respectively and considers that in describing 
“mania without delirium ”’ Pinel detected and recorded 
a previously neglected form of mental disease. 

The second chapter of the English translation of 
Pinel’s work is reproduced. It consists chiefly of three 
case reports from Bicetre which the author summarizes 
and upon which he comments. The first patient was a 
constitutionally inadequate neurotic, the product of over- 
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For a long period there. 


protection by a weak and indulgent mother; the second a 
patient with recurring epileptic furor preceded by somatic 
auras; the third a rather attractive paranoid, who 
having been released from his chains by a revolutionary 
mob promptly snatched a sabre from one of his liberators 
and proceeded to wound several of them with great 
violence before they could overpower him and return him 
to his cell. 

In a brief discussion of these cases the author stresses 
that Pinel was handicapped by the relative descriptive 
chaos of his time and quotes an interesting passage to 
show that Pinel himself was well aware of this: “* One 
of the greatest difficulties which I have experienced in the 
choice and preparation of materials for the present 
volume, has been the want of proper terms, to express 


certain facts, and to describe, with a suitable degree of 


minuteness, the various lesions of the intellectual and 
active faculties... The author concludes that Pinel’s 
essential service was to crystallize a symptom-complex 
and not a disease entity. Calvin P. B. Wells 


1866. The Yellow Plague 

J. F.D.SHRewssury. Journal of the History of Medicine 
and Allied Sciences [J. Hist. Med.] 4, 5-47, 1949. 4 figs., 
bibliography. 


The author begins with a quotation from Creighton: 
“It cannot be doubted that the devastation of Britain 
by pestilence in the seventh century (and of all Europe 
shortly before)... was one chief reason why the 
centuries following were the Dark Ages”. The worst 
pestilence of that time broke out in A.D. 664, a black year 
in the annals of English history. At that date much of. 
the beneficial civilization introduced by the Romans 
had been destroyed. After the last of the Roman legions 
left England in A.p. 409 the Britons were exposed to the 
attacks of the Saxons, the Picts, and the Scots. Asa 
result of those invasions agriculture was neglected, the 
Roman roads became overgrown, and trade and industry 
stagnated. Such a society as existed was ill prepared 
to withstand the impact of epidemic disease. 

The author discusses at considerable length the route of 
entry of the yellow plague, and concludes that it may 
have come from Ireland and through Wales, and that it 
did not follow the established trade routes from the 
Continent. The Book of Llandaff describes the yellow 
pestilence, stating that “‘ all persons seized by it were 
yellow and without blood”, and that “it appeared to 
men as a watery cloud, having one end trailing along the 
ground and the other above. ... Whatever living 
creatures it touched with its pestiferous blast, either 
immediately died or sickened for death.” The disease 
decimated the Britons and played a part in their failure 
to stem the Saxon invasion. 

Besides the Welsh sources of information the author 
quotes from various Irish annals, all of which record a 
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great mortality (the Buidhe-chonaill, or stubble-yellow 
plague) during the year A.D. 664. Some of the descrip- 
tions speak of it as leprosy, the word being used to 
indicate any scaly or crusted disorder of the skin. Sir 
William Wilde in his Census of Ireland for 1851 suggests 
that the corn- or stubble-coloured yellowness indicated 
a form of yellow fever. The epithet “* yellow ’’ may have 
had a mystical meaning, just as the bubonic plague of the 
fourteenth century was called the Black Death. It may 
have been a form of jaundice, and the author discusses 
the possibilities, such as malaria, typhus fever, Weil’s 
disease, influenza, and yellow fever. He dismisses each 
of these suggestions in turn, and reaches the conclusion 
that the yellow plague was smallpox—a contention 
which receives support from descriptions by Oliver 
Wendell Holmes of a similar epidemic in New England, 
and by Prescott of a Mexican epidemic during the 
Spanish Conquest. The eruption of smallpox may 
persist for many weeks on the thick skin of the palms and 
soles, prolonging the period of infectivity. The author 
does not claim originality for this suggestion, which was 
made in 1808 by Willan, the pioneer of dermatology. 
The paper is illustrated by four figures and there is a 
bibliography of 71 references. Douglas Guthrie 


1867. Orthopaedic Surgery in the Sixteenth and Seven- 
teenth Centuries. Dismembering 

W. BROCKBANK and D. LI. Grirritus. Journal of Bone 
and Joint Surgery [J. Bone Jt Surg.) 31B, 472-475, Aug., 
1949. 4 figs., 6 refs. 


1868. A Bibliography of Basle Works on Anatomy from 
1537 to 1900. (Bibliographie der Basler anatomischen 
Arbeiten von 1537-1900) 

H. HELLER. Acta Anatomica [Acta anat., Basel] Suppl. 
11, 1-54, 1949. 1 fig., bibliography. 


1869. The Advance of Medicine in the Forties of the 
Nineteenth Century (with an Index of Publications by 
H. Lebert, 1813-1878). (Uber den medizinischen Auf- 
schwung in den vierzigen Jahren des 19, Jahrhunderts, 
mit einem Verzeichnis der Werke von Hermann Lebert 
(1813-1878) ) 

E. GOLDSCHMID. Gesnerus [Gesnerus, Ziirich| 6, 17-33, 
1949. Bibliography. 


MEDICAL BIOGRAPHY 


1870. Benjamin Bynoe (1804-1865) Surgeon of H.M.S. 
Beagle 
J. J. Keevit. Journal of the Royal Naval Medical 
Service [J. R. nav. med. Serv.) 35, 251-268, Oct., 1949. 
46 refs. 


Benjamin Bynoe was born in Christ Church, Barbadoes, 
on July 25, 1803 [the date 1804 given in the title of the 
paper is apparently an error], into a family that can be 
traced in the island from 1678 to the present day. He 
came to Britain for his medical training and obtained the 
“London Diploma” and the M.R.C.S. (England) in 1825. 
In September, 1825, he passed for appointment as an 
Assistant Surgeon in the Royal Navy and was placed on 
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the books of the Victory. Four weeks later he was 
directed to join H.M.S. Beagle, which was then fitting 
out for her first surveying voyage in South American 
waters, and this famous ship was to be his home for 
18 years. In all, Bynoe made three voyages in the 
Beagle as ship’s surgeon and unofficial naturalist. On 
the first voyage in 1825-30 the Beagle and her companion 
ship the Adventure surveyed Patagonia, Tierra del 
Fuego, and the channels adjoining the Straits of Magellan 
and the island of Chiloe. In 1831 Charles Darwin, then 
an unknown young man of 22, joined the ship as the guest 
of her captain. On this expedition, which lasted five 
years, the Beagle visited Polynesia, New Zealand, and 
Australia as well as South America, and Bynoe was 
closely associated with Darwin both as medical attendant 
and as a collector of specimens. When Darwin was 
ill at Valparaiso in 1834 Bynoe looked after him. Bynoe 
again accompanied the Beagle as surgeon on her third 
voyage to Australia and Tasmania, in 1837-43. He 
had passed his examination for Surgeon in 1831 and in 
1844 he was elected F.R.C.S. Many geological, zoo- 
logical, and botanical specimens collected by Bynoe 
during the three voyages of the Beagle are preserved in 
museums and at Kew, but unlike Menzies and Hooker 
and a few other surgeon-naturalists he made no figure in 
the scientific world. Bynoe was primarily a doctor and, 
although he was a most assiduous collector, he had 
received no preliminary training in natural science. The 
only living memorial to his botanical work is a shrubby 
acacia, which he found on the north coast of Australia 
and which George Bentham named Acacia bynoeana. 
Bynoe’s name is better known to mariners by reason of 
its being attached to various islands, headlands, bays, and 
other geographical landmarks on the coasts of South 
America and Australia. A dismal period in Bynoe’s 
career was his service from 1846 to 1853 as surgeon 
superintendent of various convict ships plying between 
England and the settlements in Tasmania and Botany 
Bay. In 1847 he was employed on famine relief work in 
Ireland. In 1860 he was promoted to the rank of staff 
surgeon but he was not employed again, and in 1863 
he was placed on the retired list. He died in obscurity 
on November 13, 1865. 

[This biographical sketch should be read in the original. 
It is closely documented, being based in large part on 
original journals preserved in the Public Records Office. 
Bynoe’s career was typical of that of many naval surgeons 
in the early part of the nineteenth century and this paper 
provides valuable material for the history of the naval 
medical service. ] W. J. Bishop 


1871. John Strange and Switzerland. 
la Suisse) 

C. E. ENGEL. Gesnerus [Gesnerus, Ziirich] 6, 34-44, 
1949. Bibliography. 
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1872. Role and Significance of I. P. Pavlov in Develop- 
ment of Internal Medicine. (Pons u sHayenue II. 
TlapnoBa B pa3BHTHH BHYTpeHHeH 

N. I. Leporsku. Tepanestuyeckui Apxus [Terap. 
Arkh.) 21, No. 4, 3-9, July-Aug., 1949. 1 fig., 1 ref. 
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